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Inter-hospital brain tumour diagnostics using Private Federated Learning

An empirical analysis of convergence in a heterogeneous, non-IID setting and a
theoretical review of privacy mechanisms
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Abstract

This study has investigated the possibility to achieve high performing brain tumour
segmentation using Deep Learning, without breaching the strict privacy regulations
such as GDPR that governs the use of medical data. This was achieved using a novel
technique called Federated Learning (FL) in which models are shared across insti-
tutions rather than the sensitive raw data. The aim was to develop an autonomous
AT system that can aid medical professionals in diagnosing patients more time and
resource efficient. Reducing the cost of treatment is a crucial first step towards a
more equal health care.

To achieve the objective extensive empirical experiments using the SOTA 3D ResNet
U-NET models were carried out. The experiments were divided into three parts and
used a data set comprising 3686 samples, making it almost ten times larger than
the commonly used benchmark data set. First a model was developed to work in
the common, centralised setting. It achieved human level performance and a me-
dian dice score of 0.87. It performs well for all analysed seven sub types of brain
tumours as well as on data collected from several different sources. The latter is
a key finding, since previous studies has struggled with this due to the large inter-
institution heterogeneity in terms of data quality. The second experiment was to
extend the centralised model to the federated setting. The data was distributed
non-IID across five virtual hospitals. Each hospital first trained a local model on
its own data, which lead to only 68.2% of the benchmark performance. Then the
five sites trained a joint model using FL and the proposed novel technique adaptive
momentum, which was shown to improve the current SOTA. This improved perfor-
mance significantly, reaching as high as 88.6% of the conventional benchmark.

Finally, although FL does not share any raw data this study highlights several
other privacy vulnerabilities as well as techniques for how to protect the system
against them. It is shown that by using several layers of protection it is possible to
provide complete privacy without any significant loss of performance. The layers in-
clude Differential Privacy, Homomorphic Encryption, Shamir’s secret sharing, AES
encryption and SHA-256 authentication. The study thus shows that it is indeed
possible to get human level performance even in a federated, private scenario when
the model is trained on non-IID and highly heterogeneous data.

Keywords: Federated Learning, Brain Tumour Segmentation, Computer Aided Di-
agnostics, Privacy Preserving Machine Learning, Differential Privacy, Deep Learning
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The used data is collected from six different sources and contains
seven brain tumour sub types. The majority of the data is collected
In-House at VGHTPE, either from a Gamma Knife radiosurgery pro-
gram data set or from a pathological database. The rest of the data
originates from different public databases. The relative abundance of
tumour sub types varies by orders of magnitude, with Meningiomas
being the most common and Pituitary Adenomas being the least oc-
curring. The sub type referred to as Other’ is the union of all cases
that do not belong in either of the other six classes. . . . . . . .. ..

MRI scans of the brain is commonly performed in three different
views. This allows practitioners to analyse suspected tumours from
several angles, which simplifies diagnostics. Note the significant dif-
ference in visual appearance for the same tumour in the three views,
as indicated by the arrows. However, this study only uses axial images
for simplicity. . . . . . . . . ..

MRI scans of the brain are commonly performed in several different
so called pulse sequences. The four most common are T1-weighted,
T1-weighted post contrast, T2-weighted and FLAIR. The latter is
an improved pulse sequence that is specifically designed to suppress
strong signals from fluids, thus making the tumour more discernible.
The effect of this is apparent by comparing the T2-FLAIR and T2-
weighted cases in this illustration. Different types of tissues, includ-
ing tumourous material, show up differently in each of the pulse se-
quences. This allows practitioners to analyse suspected tumours from
several complementary images, which simplifies diagnostics. For ex-
ample, peritumoral edema tend to show up brighter in T2-weighted
and T2-FLAIR, whereas it is barely visible in T1-weighted or T1-
weighted post contrast. Especially note the visual discrepancy in the
perceived tumour extent when analysing each of the pulse sequences
on its own. However, this study only uses T1-weighted post contrast
images for simplicity which means that the model has a significant
disadvantage. Nevertheless it should be mentioned that the entire
tumour does appear in all pulse sequences, albeit not always to the
extent that the human eye can perceive it. Lastly, although the illus-
tration only shows T2-FLAIR it is also common to use T1-FLAIR.

Glioma tumours can be divided into three subsections: necrotic areas,
enhancing areas and peritumoral edema. Different institutions use
different definitions of whether all or only some of these areas should
be included in the tumour annotation. This implies that the so called
ground truth for a sample will differ significantly depending on where
the sample was collected from, leading to inter-source heterogeneity.
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of the tumour extent. For this reason a majority of public data sets,
including the leading benchmark BRaTS, only consider pre-surgery
cases. Likewise the vast majority of cases in this study are also pre-
surgical. However, to emulate real world conditions a subset of post-
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no good class representative can be chosen due to the heterogeneity.
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teristics. Firstly, it shows the the tumour volume varies by orders of
magnitude across sub types. Secondly, it illustrates that Metastases
is the sub type that most often tend to result in multiple lesions.
Thirdly, it presents that sub types tend to occur in distinct loca-
tion. Pituitary Adenomas and Neuromas by definition occur around
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definition, however pixel outliers might still exist. By clipping the
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neous data set which simplifies the model learning scenario. . . . . . .
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Besides the geometric augmentation techniques illustrated in Figure
3.13 and Figure 3.14 the study also uses three different intensity aug-
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scaling was chosen at random, up to a predefined threshold, for each
samples during run time. . . . . . ... Lo

Two different types of simple postprocessing methods are examined
in this study: soft and hard thresholding. They work as follows.
First, the model predicts a value between 0 and 1 for each pixel that
represented the likelihood that said pixel is a tumour. The postpro-
cessing then rejects all predictions below a predefined threshold, the
intuition being that low confidence predictions are likely incorrect as
exemplified by the illustration. The subtle difference between the soft
and hard thresholding is that the former keeps all remaining confi-
dence values as is whereas the hard threshold turns the predictions
into a binary classification. This difference is apparent by observing
the two resulting heat maps in this illustration. The figure illustrates
a Meningioma patient. . . . . . . . .. ... oL

The study used this 3D ResNet U-Net model throughout for all exper-
iment, both in the centralised and federated setting. It is the current
state-of-the-art model architecture and this specific configuration won
the BRaTS 2018 challenge [4] and finished fifth in 2019 [5]. The model
takes a 3D brain volume as input and outputs an identical volume,
with a prediction between 0 and 1 for each pixel that represented the
likelihood that said pixel is a tumour. The model was trained using
the default Adam optimiser, 0.00001 learning rate without decay and
a soft dice loss. Experiments with a Focal loss and L2 weight loss on
the kernels were also investigated. . . . . . . . . ... ... ... ...

The class distributions of the original full training set and the five
local data sets used in the federated learning experiments. The local
data sets are by design NON-IID to mirror real world conditions. The
Kullback—Leibler divergence is relative to the original data set and it
shows that model 2 has the most similar distribution and that model
4 is the least similar. It is apparent from the histograms that the sites
have very different distributions, however they are all approximately
the same size. Future experiments should analyse how the perfor-
mance is impacted if the relative scales are not the same. Finally, it
should be noted that the common validation and test data follow the
same distribution as the original training data. . . . . . . . . .. . ..
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3.20 An illustration of the federated learning scenario under consideration

4.1

4.2

4.3

4.4

in this study. Five local clients are used, each with its own unique
data set as presented in Figure 3.19. All clients and the server are
complete black box, meaning that the only thing that they share is
the model updates. Each client trains a local model on its own data
set, adds noise to make the model update differentially private and
then shares the update with the server. The server aggregates the
local updates and redistributes the new global model. This process
is repeated for a predefined number of rounds. The different exper-
iments involved FedAvg, FedProx, a novel adaptive momentum and
differing levels of DP. See Table 3.3 for a detailed breakdown of the

conducted examination. . . . . . . .. ..o

Post processing with soft thresholding outperforms the initial model
for all examined thresholds. The hard thresholding method degrades
performance if the threshold is set too low, but provides an improve-
ment for high confidence thresholding. In general the soft method
outperforms the hard. Interestingly the post processing is superior
when only very high confidence predictions are considered, peaking
at a 80% threshold. This suggests that whenever the model is correct
it is also very confident. . . . . . . .. ...

An ensemble of the top 2 or 3 stand-alone models manages to out-
perform the best stand-alone model in the conventional, centralised
setting. However, the performance increase is relatively modest. Fur-

thermore, adding more models to the ensemble degrades performance.

From the bar graphs it is clear that the most invaluable tool is to intro-
duce augmentation. However, the gain from augmentation diminishes
if the image size increases - which turns out to be the second most
efficient tool. This has the effect that the image size becomes less
relevant if sufficient augmentation is used. Adding L2 regularisation
is shown to provide a big performance boost for all three metrics,
whereas the Focal Loss only significantly improves performance on
the hardest samples, illustrated by the lower percentile. Postprocess-
ing and ensembling produce minor gains. In general the methods
are most efficient at increasing the performance on the most difficult

100

samples, as seen from the large increase in terms of the 25th percentile.101

The baseline performance in the federated case is to train five local,
individual models on their unique data. This was repeated on both a
IID and a non-IID data split across the five clients. As seen from the
two bar plots it is clear that the local models perform much worse
than the conventional analogue, as expected. Importantly this is true
regardless if the IID assumption holds. Although the average local
performance is relatively similar in both scenarios, one of the local
IID models perform significantly better than all the rest. In general
the result suggest that the non-IID scenario is more problematic, as
expected. . . ..
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The first experiment in the federated setting was to analyse how
the number of local epochs during each FL round impacts perfor-
mance. The result suggest that the FL algorithm is relatively robust
to this. Importantly, the experiment showed that a federated model
can achieve 88.6% of the equivalent conventional model performance,
even though the local data sets were non-IID. Furthermore, this is a
30% increase relative to the best individual, local model which proves
that FL is better than attempting to train the models without col-
laboration. . . . . . . ...

The second experiment in the federated setting was to analyse if Fed-
Prox outperforms FedAvg. However, contrary to the theoretical pre-
dictions no such evidence was found. In fact, the level of FedProx
regularisation was not found to have any significant impact on per-
formance at all. . . . . . .. ...

All federated models were trained using an adaptive momentum tech-
nique. This meant that the level of momentum 7 used to combine the
next generation model was chosen based on which value maximised
the validation score at each round. Every time that n < 1 was chosen
this signifies that momentum was indeed beneficial. As seen from the
histograms, this was indeed the case for both FedAvg and FedProx.
However, the FedProx model used much less momentum. An inter-
pretation of this could be that the Proximal loss in FedProx leads to
smaller model update changes, which means that momentum is re-
dundant. Surprisingly, the ideal aggregation seems to be either with
maximum or no momentum - rarely in between. An interpretation
of this is that momentum is only beneficial if the model updates are
degraded, in which case maximum momentum is preferred. . . . . . .

[llustration of how momentum impacts models with different levels
of (e — §)-DP. Similar to Figure 4.7 it is clear that all models benefit
from the adaptive momentum technique. Furthermore, the graph
suggests that momentum is more beneficial for high privacy settings.
Actually, it turns out that in this setting momentum was applied at
every aggregation. The reason behind why the high privacy case uses
more momentum than the low privacy could be because the latter
contains significant noise, which means that the new model updates
are more likely to be worse than the previous round in which case a
low 1 would mitigate the global deterioration. . . . . .. ... .. ..

The illustrated distributions reveal that momentum tends to increase
during training, especially for FedProx. It is intuitive why momentum
should increase, since it becomes more useful to retain parts of the
old generation model if said model is more mature. As seen from the
training progresses in Figure 5.1, 5.3, 5.5 and 5.4 the models tend to
improve rapidly in the initial stages, which means that their is no use
in keeping parts of the old model earlyon. . . . . . . ... ... ...
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4.10 The final federated experiment analysed how different level of Dif-

5.1

5.2

2.3

ferential Privacy impact the federated performance. All models are
0 = 0.01 DP, with differing e. The experiment showed that as long
as € > 20 performance is not impacted at all. Acceptable levels of
performance seem to require that e is not lower than 10 and if it is
decreased to 8 then the federated model performs on par with the
local stand-alone models, thus rendering it useless. . . . . . . . . . ..

The graph illustrates the training progress for the best stand-alone
model in the centralised setting, without postprocessing. The train-
ing progress is illustrated as a 1000-point moving average and the
validation progress as a 20-point moving average to unveil the under-
lying trends. The model exhibits stable and controlled convergence,
with a rapid improvement in the initial stage. Although the model
was trained for 300 epochs there is still a slight trend that the per-
formance, both on the training and validation set, is still increasing.
This suggests that even better performance might be gained by adding
additional epochs. Interestingly the difference in mean training dice
and median validation dice is relatively small, which suggests that the
model is not overfitting. This together with the fact that performance
has not plateaued even after this many epochs is likely a consequence
of the high level of augmentation used. . . . . . . .. ... ... ...

From Table 4.1 it is clear that increasing the image size has a pos-
itive effect on model performance. The three bar graphs illustrates
how many percent the model performance increased as the image size
was increased by one percent. It turns out that the return is only
marginally diminishing as the input size is further increased, which
suggests that the model performance might have been even better if
the size had been increased to beyond 176. However, this becomes
rather speculative since it relies on only three data points. It is thus
hard to quantitatively say how much, if at all, this trend is true be-
yond the examined domain. . . . . . .. ... .. ... ...

The best federated model achieves 88.6% of the equivalent conven-
tional model performance, see Figure 4.5. However, as can be seen
from the training progress the model has not fully converged yet. This
suggest that if more round of federation had been used, even better
performance might have been achieved. . . . . . . . . ... ... ...
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5.4 The five local models that combine to become the best federated

2.5

5.6

xxii

model, see Figure 5.3, all exhibit similar training traits. Firstly, the
local training loss dramatically reduces after each round of global ag-
gregation, which is to expect since the next generation model is op-
timised for another distribution. However, the local models quickly
recover which creates the characteristic jagged pattern. Noteworthy
is that although the local models seem to converge in terms of valida-
tion performance, the global model still shows an increasing trend, see
Figure 5.3. This suggests that the models contain complementary in-
formation that is useful for the joint, global distribution even though
they have been exhausted on their respective local distributions. Note
that both the training and validation performance is measured rela-
tive to the final validation performance of the equivalent conventional
model, hence the illustrated training progress in excess of 100%.

In Figure 4.10 is was shown that models with high levels of differ-
ential privacy perform much worse. Additional insights are gained
by analysing the respective training progresses. As seen the global
model performance grows monotonically for the differentially private
model with ¢ = 10. The same is true for the models with higher €
as well, not shown. However, when increasing the level of privacy to
€ = 5 or below then the training progress becomes much less stable
due to the excessive noise. . . . . . . .. ..o

The histogram shows the performance of the best stand-alone model
in the centralised setting, without postprocessing, for each sample in
the blind test set. The distribution shows that the model performs
well for most cases. However, it has an abnormal peak at a worthless
dice score close to zero. This suggests that there are about 30 samples
in the test set that are drastically different from those found in the
training set. This and other in-depth details are discussed in Figure
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5.7 The two box plots present a detailed breakdown of the test per-

2.8

2.9

formance for the best stand-alone model in the centralised setting,
without postprocessing. Most significant is the consistently low per-
formance on the data from the set referred to as TCGA Vallieres,
which explains the abnormal peak at 0 dice score shown in figure 5.6.
This is likely a consequence of the fact that this data set only high-
lights the enhancing region, compared to the other sites that mostly
follow the 'whole tumour’ convention - see Figure 3.4. Furthermore it
is in line with theoretical predictions that the model performs worse
on low grade Gliomas, since these are the most difficult sub types to
accurately segment due to its diffuse boundaries. The reasons behind
the low performance on Pituitary Adenomas is likely because this is
the least occurring sub type, see Figure 3.1. On the same note it
is also not surprising that the model performs best on the In-House
and BRaTS 2019 data, since these data sets are the largest. Further-
more, regarding the In-House data it is clear that the model performs
better and more consistently on the Gamma Knife samples, which
is to expect since their annotation quality is expected to be higher.
Finally, the two figures show that there are good and bad apples at
all sites and all sub types, as seen from the consistently high and low
maximas and minimas respectively. . . . .. .. ..o

[llustrated it the test performance for the best stand-alone model in
the centralised setting, without postprocessing. The graph visualises
a 30-point moving average to reveal the underlying trend. It clearly
shows that the model performs much better on larger tumours, as
expected. . . .. L

The final conventional model, with top-3 ensemble and post process-
ing, incorrectly diagnoses 23.1% of the healthy patients with tumours.
However, all the predicted tumours are very small and would thus be
relatively easy to manually verify and reject. See Figure 5.10 for a
qualitative analysis of these cases. What is worse is that the model
does these false predictions with relatively high confidence. The lat-
ter might be explained by the fact that the model confidence level is
not well calibrated, as discussed in Figure 5.13, which means that the
confidence estimate should not be taken too literally. . . . . ... ..
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The final conventional model, including top-3 ensembling and post-
processing, incorrectly diagnoses 23.1% of the healthy patients with
tumours, as discussed in Figure 5.9. However, these instances of false
positives tend to actually highlight abnormal regions - albeit not di-
agnosed as tumourous by the professional ground truth, but for a
layman it is difficult to make out the subtle difference. Although
this does not make up for the relatively high false positive rate, it at
least provides some reassurance that the model has a good capacity
at identifying abnormal regions. A final note is that after manual
verification of the used so called healthy samples, the conclusion is
that for several of these erroneous cases it is actually likely that the
model is correct and that the ground truth is flawed due to an error
in the data collection process. The reported false positive rate is thus
likely slightly too pessimistic. . . . . . . .. ... ... ... .....

From the left hand figure it is clear that a great majority of predic-
tions are actually made with a confidence close to zero. The right
hand figure is shown for clarity to highlight the high confidence be-
haviour. Again it is clear that most model predictions are low con-
fidence. However, as can be seen from the abnormal peak at 100%
confidence level the model is indeed highly confident at times.

As suggested by the promising results of post processing, see Figure
4.1, the model exhibits a strong correlation between its prediction
confidence and its ability to be correct. The left hand graph shows
that true positives are usually very confident, conversely the right
hand graph shows that the false positives are made with very low
confidence. However, as seen in Figure 5.13, this does not mean that
the confidence score should be taken to literally. . . . . . . ... ...

From the discussion in Figure 5.12 it is established that there exists
a correlation between the confidence score and the ability to predict
correctly. This property can be quantified by analysing how often the
ground truth for a pixel was actually a tumour, as a function of how
confidence the model was of the same. If the model would be perfectly
calibrated a confidence of x % would result in that x% of those pixels
are actually tumourous. However, as seen in the graph the model
exhibits a great overconfidence in its predictions since the empirical
curve lies below the ideal at all confidence levels. The model is only
perfectly calibrated and thus trustworthy whenever it is either 100 %
sure that it is a tumour, or that it is not a tumour. Importantly this
calibration curve means that by setting the postprocessing threshold
at 80% we are in fact considering all pixels that have at least 25%
chance of being a tumour. . . . . . . .. ... ... L.

The model has the ability to accurately identify both large and small
tumours. However the recall is not always perfect - especially for
tiny lesions, illustrated in the right hand image where only two out
of three tumours have been found. . . . . . . .. ... ... ... ...
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The model has the ability to correctly identify several tumours in the
same patient. Furthermore, it can correctly provide the outline for
even complex, detailed tumour boundaries. . . . . . . ... ... ...
Although the model recall in general is good, it sometimes fails to
correctly identify all lesions in a patient. Furthermore, the model
exhibits traits that it has difficulties accurately identifying the exact
peritumoral edema boundaries for Gliomas. This is not surprising,
since the edema is usually identified by medical professionals using
FLAIR or T2-weighted images and not the T1-weighted post contrast
used in this study. See Figure 3.3 for a discussion on the different MRI
sequences. Besides, the Glioma boundaries are known to be diffuse
and difficult to objectively determine in general. . . . . . . . . . . ..
Interestingly, the model shows evidence that it is able to correct inad-
equate ground truth annotations. As discussed in Figure 3.4 different
institutions and doctors use different definitions when providing the
annotation, which leads to an ambiguity. These illustrated examples
show that the model is robust and able to generalise across these dis-
crepancies to some degree. It is also clear that the model tends to
annotate using the 'whole tumour’ definition, which is expected since
the majority of ground truths in the used data follow this convention.
In this case the ground truth incorrectly highlights the optic nerves,
which is an example of how low quality annotation exist in the data
set. Due to that the optic and cochlear (not shown) nerves are sen-
sitive to radiation it is common procedure to highlight these regions
before Gamma Knife treatment. This implies that the error is not
actually an error in the medical sense, but it becomes problematic
from a Data Science perspective since the model is unaware of this.
However, as seen from the prediction the model has luckily learnt to
disregard and correct for this law. . . . . . .. ... ... ... ...
These two examples show that the model at times performs very
poorly. It has dramatically failed to identify two large, and visually
simple, tumours. The right hand case illustrates another occurring
flaw in that the model incorrectly highlights part of the eyes as tu-
mours due to the fact that they show up bright in the image. How-
ever, both of these behaviours are rare. Besides, the error in Figure
5.19a might be explained by the fact that the image is actually a T2-
weighted MRI scan. This is yet another example of how occasional
flaws exist in the data set due to errors in the data collection process.
Since the model is primarily trained to work for T1-weighted post
contrast images it is understandable that the performance on other
pulse sequences is inferior. . . . . . ... ... L.
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To investigate how different levels of augmentation impact perfor-
mance three different setups were proposed. These used increasingly
aggressive augmentation by allowing greater pixel shifting, scaling
and image rotations. The likelihood that augmentation is applied to
a samples was also increased. Note that the quoted probability is for
each of the two mechanisms, meaning that the chance that a sample
is not augmented at all is only 1 — P2. Furthermore, note that the
scaling, shifting and rotation can be performed in either positive or
negative direction up until the predefined level. . . . . . . .. .. ..

Several experiments were conducted in the conventional setting to in-
vestigate how different factors impact performance. A detailed break-
down of these are presented in this Table. All experiments use the
model in Figure 3.18 and an explanation of the used augmentation
levels is given in Table 3.1. . . . . . . . . . .. ... L.

Several experiments were conducted in the federated setting to inves-
tigate how different factors impact performance. A detailed break-
down of these are presented in this Table. All experiments use the
model in Figure 3.18 as the backbone. Based on the results from
the experiments in the conventional setting a high performing model
configuration was decided and used throughout all federated experi-
ments, including the local baseline models discussed in section 3.7.3.
All experiments used the non-IID local distribution illustrated in Fig-
ure 3.19. Since the novel adaptive momentum is a strict extension
of both FedAvg and ordinary momentum it was used throughout all
experiments. . . . . .. .. L. e

The first experiment in the conventional setting was to analyse how
the image input size effect performance. The results conclusively
show that a larger image size increases performance significantly for
all three metrics. . . . . . . . . . oo
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The second experiment in the conventional setting was to determine
how different levels of augmentation impact performance. The ex-
periment were carried out for all three input sizes (96, 144 and 176
respectively) and the results are conclusive. The experiments clearly
show that augmentation helps to improve performance significantly,
especially in terms of the 25th percentile dice scores. The three dif-
ferent levels of augmentation are explained in detail in section 3.4.
However, the experiments show that the primary factor is whether
augmentation is used or not - the exact level of augmentation is of
secondary import. This might be because the so called "Minor’ level
is already relatively extensive, meaning that the model keeps being
fed unseen samples regardless of the level. Furthermore, the aug-
mentation was shown to be the most beneficial if the input size is
small. This suggests that if memory or computation constraints are
present which forces down sampling, then it is necessary to focus on
sophisticated augmentation methods. . . . . . .. ... ... L.
The third experiment in the conventional setting was to examine if
the incorporation of a Focal Loss would increase performance. Sur-
prisingly, it was shown to have a very limited effect but at moderate
focal levels the performance rose slightly. If excessive focal levels
were applied then the model started to deteriorate. Note that results
should be compared to the case v = 0, which corresponds to a model
with no focus. . . . . . . . . ..
The fourth experiment in the conventional setting was to incorporate
a L2 regularisation term that punished the model weight norm. This
was shown to have a dramatic effect on performance and increased
the median dice score by a remarkable 33% for the highest performing
model. The usefulness of L2 regularisation is in line with the theo-
retical predictions since it reduces overfitting. However, as expected
excessive regularisation with ¢ > 10 causes the model to diverge and
become useless. . . . ...
Summary of the test performance of the final conventional, centralised
model. It uses an image input size of 176, the most aggressive aug-
mentation as well as L2 regularisation with g = 1. No Focal Loss was
incorporated. The blind test set consists of 607 samples, IID across
all seven tumour sub types and all six data sites. The stand-alone
model is outperformed by the top-3 ensemble with soft postprocessing
at 80% threshold. Importantly the ensemble version exhibits super
human performance, which in this study is defined at 0.85 dice score.
These results should be compared to the current leading 0.92 dice
score on the related task BRaTS 2019 challenge [6]. It should be
noted, however, that the latter represents a much less heterogeneous
SCENATIO. . . . . . . .
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Introduction

This chapter introduces the general background of the topic to be studied, namely
brain tumour computer aided diagnostics. It further discusses why it is - quite lit-
erally - a matter of life and death and what the major difficulties are in real world
applications. The problem discussion culminates in a declaration of the purpose of
the paper and the devised research questions that it intends to answer. The chapter
terminates in a discussion on the novelty and academic contribution that the paper
provides as well as a brief discussion of what factors the study does not consider.

1.1 Problem background

1.1.1 Inefficient brain tumour diagnostics leads to inequal-
ities and fails to save millions of lives

Each year 17 million people are diagnosed with cancer world wide [7] and it has
been estimated that as many as 25% of all deaths in several countries are due to
cancer [8]. Accounting for 30% of cases globally it is the leading cause of premature
death [9] and it is estimated that the total cost incurred by the disease is several
hundreds of billion dollars [7]. To make matters worse the cancer rates are expected
to rise, due to an overall adoption of increasingly unhealthy lifestyles [7, 8, 9].

One of the most elusive types of cancer is brain tumours [9]. Although it is only the
17th most common sub type, with 300 000 cases per year, it is one of the world’s
deadliest diseases due to its much higher mortality rate [7, 9, 10, 11, 12, 13, 14, 15].
The 5 year survival rate in the US is just 33% [11, 15] and the situation is significantly
worse in less developed countries that lack the same level of health care [9, 12].
Furthermore, several sub types of brain tumours have mortal outcome in less than
a year on average [10, 14]. Besides its mortality, it is the only type of tumour to
impact both the body and the mind meaning that even in the case of survival the
chance of full recovery is low [9, 12]. Furthermore, the survival rate of brain tumours
is strongly correlated to how early the disease was diagnosed, which motivates the
need for efficient diagnostics tools [9, 12]. According to [16] the chance of recovery
from certain sub types is as high as 90%, given that the tumour is diagnosed at an
early stage.

After significant success in improving the survival rates for lung and breast cancer
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patients by using MRI techniques for early stage diagnostics [7, 9], it has become the
standard protocol for brain tumour diagnostics as well [9, 10, 14, 17]. The invention
of different MRI sequences such as T1, T2, T1C, FLAIR, DWI etc. has provided the
doctors with a wide array of tools to perform diagnostics since different tissue types,
including tumours, show up in different contrast in each sequence. Furthermore,
the MRI scan can be performed in axial, coronal or sagittal view meaning that
tumours can be examined from several directions. Using these techniques it is
possible to identify tumours as small as parts of a ml. However, this method produces
a large amount of images for each patient which means that it is a time consuming
and error prone work that requires experienced personnel in order to be successful
9, 10, 14, 17, 18].

A natural consequence of this is that the survival rate of brain tumours is strongly
correlated to the availability of experience doctors [9, 12]. This leads to a mortal
inequality between the rich and poor, as recovery is significantly more likely in
high income countries [7, 9]. The survival rate in Denmark is close to three times
as high as in Brazil, to illustrate the magnitude of the issue. Reports show that
similar inequalities exist within nations as well, due to uneven resource allocation
between rural and urban areas [9]. This is true for all types of cancer, but it is
further amplified in the case of brain tumours since it is the most expensive type
of cancer to treat [13]. The development of affordable, cost-efficient brain tumour
diagnostics methods that can be used by less experienced doctors - or by experienced
doctors remotely - would thus save millions of lives each year and help bridge the
gap between the haves and the have nots [9)].

1.1.2 Deep Learning as a tool for CAD is promising but it
fails to perform due to lack of medical imaging

The severe inefficiency deficit of manual brain tumor diagnostics was realised already
in the 1960’s, when researchers turned to developing Computer Aided Diagnostics
(CAD) tools as a complement to conventional manual methods [19]. However, the
performance of CAD has yet to reach satisfactory levels. Motivated by the recent
advances in Deep Learning (DL) [20, 21, 22, 23], a field which has proven very useful
and even managed to surpass human level performance in a wide range of related
tasks [24, 25, 26, 27, 28, 29], researchers have turned to investigate if it can be used
to aid in this task as well [19, 30, 31, 32].

Since then DL has successfully been used for similar medical tasks [19, 33, 34|, but
it still fails to yield satisfactory results in the analysis of brain tumours in MRI
scans despite recent advances in the young field [19, 30, 31]. This inadequacy is due
to a number of challenges to be discussed in the sections to come. Nevertheless,
the research field of DL for brain tumour diagnostics has grown exponentially over
the last couple of years and it is expected to become an invaluable tool for medical
professionals in the near future [19, 30, 31]. Several major advantages of DL over the
manual diagnostics are quoted, such as that it allows for an objective assessment,
increased process heterogeneity and efficiency and that it will be able to detect
lesions that are smaller than perceivable by the human eye [19].
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The first of several challenges with using DL is that it is a data driven approach
[19, 35, 36, 20, 21, 37, 38, 33, 39, 34, 40], meaning that the model must be trained on
large amounts of cases in order to properly identify abnormalities such as tumours.
Several studies have shown the model performance increases significantly with the
number of training samples per class in computer vision tasks [41, 31, 42, 43, 44,
35, 30]. Different authors provide different claims to what is a sufficient amount of
samples per class, ranging from a few thousand [31] to orders of magnitude more
[44, 43]. Domain specifically, a study on CT scans argue that a CNN model in the
medical domain requires at least 5000 cases per class [31]. Some studies, such as [43],
show that performance increases logarithmically with the data size. Others show
similar monotonically improving results, such as [44] who show that the validation
loss decreases as ~ \/ﬁ. The general rule of thumb that most studies agree on
is thus that more data is always better and that one should have at least on the
order of 1000 samples per class to achieve relatively well. Further, the more complex
the model is the more data is required. Conversely, if limited data is available one
can not hope to fully leverage a sophisticated and complex model [41, 31, 42, 43, 44].
Furthermore, if the data is heterogeneous the model requires even larger training
sets to converge [33].

INDIVIDUAL HOSPITAL'S CAD MODELS PERFORM

POORLY DUE TO A LACK OF DATA
[ |

— 0 B Bl—r

nfli nflis
A nffi

Figure 1.1: Computer Aided Diagnostics for brain tumour segmentation using
Deep Learning has yet to yield satisfactory results due to that the local data sets at
each individual hospital is too small for such a data driven approach.

The severe lack of training data in brain tumour imaging is emphasised by several
sources [36, 21, 33, 45] and is referred to as one of the major reasons why DL has
yet to be clinically satisfactory [35, 30, 9, 19]. There are several reasons behind this
scarcity. Firstly, compared to natural images of objects that occur in the everyday
life there is - thankfully - a relatively small number of brain tumour patients each
year, which naturally limits the possible extent [9]. Secondly, it is significantly
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more expensive and time consuming to gather annotated samples of brain tumours
than of natural images since the former must be done manually by doctors [34,
30, 19, 35]. Furthermore, it is more challenging and subjective since determining
tumour boundaries is much more difficult than determining if an image contains a
cat or a dog [34]. This means that annotations must be considered as noisy [19, 35].
As a consequence of all these difficulties the leading data set for brain tumour
segmentation, (BRaTS), only contains 461 samples [30]. This is well below the rule
of thumb, which explains why the current state-of-the-art [6] performs much worse
than models in related applications where data is abundant. It has been calculated
that it is 30 times slower to collect a sample of an adequately annotated brain
tumour patient than of a natural image, which is why BRaTS is 3000 times smaller
than its equivalent in the latter domain (ImageNET [46]). Each image in (BRaTS)
took 30 minutes to acquire [30].

1.1.3 Privacy concerns prevent attempts to crowd source
more extensive data sets

Having established that a DL approach would likely perform well for brain tumor
segmentation if sufficient amounts of data could be gathered, one might consider
simply crowd sourcing the data from several hospitals to solve the problem. However,
this has proven to be infeasible due to the rising public concern for privacy. Forbes
performed a nationwide query which showed that 90% of the American population
is concerned about their privacy online, which clearly shows the reluctance to share
private information [47]. As the global population is becoming increasingly more
concerned with its integrity, partially due to the rise of Al [48, 47], new legislative
statutes have emerged that limit what the data scientist is allowed to do with the
available data [19, 47, 48].

The most famous and restrictive such privacy act is the GDPR [49] which drastically
tightens the regulation in the EU since 2018 [48, 19, 47, 36, 50, 45, 51, 52, 39].
However, it is far from the only new privacy act. China recently adopted the privacy
act PISS [36], Singapore just passed PDPA [36] and as of this year California has
the new CCPA [53] regulation in place [47, 52]. The latter was passed to further
strengthen the two nation wide privacy acts HIPAA [19, 54, 51] and COPPA [52] that
were already in place. Furthermore, in the wake of these regulations several other
countries such as Japan, New Zealand, Russia etc. are now working on introducing
new domestic privacy laws to provide its population with better protection as well

[48].
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HOSPITALS ARE NOT ALLOWED TO SHARE DATA

GDPR, COPPA, HIPAA
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Figure 1.2: Hospitals are not allowed to combine their local data sets due to
extensive privacy legislation. This means that it is not possible to overcome the
issue of lack of data using this traditional collaboration idea, which implies that
conventional Deep Learning is not the solution.

Due to the privacy sensitive nature of patient’s medical journals [55, 56, 34, 36]
it is thus not allowed to share data outside the hospital [57, 54, 37, 33, 32, 58,
34, 40, 35, 19, 31}, see Figure 1.2 for an illustration. This makes collaborative
data collection attempts impossible. The conventional Machine Learning approach
- collecting massive data sets to one server and performing model training there
before sending the final model back to the hospitals - is thus not a feasible solution
[19, 59, 50, 60]. Consequently, in order to fully leverage Deep Learning techniques
for brain tumor segmentation new approaches must be proposed.

1.1.4 Federated Learning is a promising attempt to solve
this by using decentralised training

The current situation is that data stored at each hospital is much too small to be
used individually to train the model [36, 21, 33, 45] and legislation prevents the
data sets to be pooled together [57, 54, 37, 33, 32, 58, 34, 40, 35, 19, 31]. Similar
scenarios in other applications has brought researchers to consider training their
model in a decentralised fashion [61, 62, 63, 64, 65, 66, 67, 68, 69, 70], rather than in
the conventional centralised setting. The general idea is to bring the model to the
data instead of the other way around. This means that the sensitive data does not
have to be shared across institutions, thus circumventing the privacy regulations,
but the model is still exposed to all data sets thus effectively increasing the total
training size [71, 39, 72, 73, 35, 19].



1. Introduction

Different studies have proposed a number of different methods for such a decen-
tralised DL framework for training on none-shareable data. [33] proposed one,
[55, 36] used the Private Aggregation of Teacher Ensembles (PATE) design and
[32] describes Split Learning, Large Batch synchronous SGD and NoPeekNN just
to mention a few. Although they have all shown some success, none of them can
be compared to the state-of-the-art (SOTA) solution [38, 37, 52, 40, 74, 50, 1, 60]
referred to as Federated Learning (FL), initially proposed in 2016 by [71]. See Figure
1.3 for an introductory illustration of how the technique works.

PRINCIPLE OF FEDERATED LEARNING

B = @'v:"\

——]

Figure 1.3: A holistic illustration of the principle behind Federated Learning. The
idea is to share local models and aggregate them, instead of sharing the raw data
since the latter is prohibited by privacy regulations.

Ever since, Federated Learning has been receiving a lot of attention. Tech giants such
as Google, Facebook and NVIDIA [75, 76, 77] are already working on deploying FL
in their consumer products. In the wake of the hype several start ups [78, 79, 80, 81]
have been founded and a number of dedicated software frameworks [82, 76, 75, 77]
are being released. More importantly, researchers have published in a number of
promising publications on medical applications [63, 64, 65, 66, 67, 68, 69, 70, 61, 62].
Several sources predict that FL will become an invaluable CAD tool for health care
in the near future, due to its ability to leverage large data sets without breaching
privacy [83, 36, 54, 36, 33, 57, 32, 58, 23, 40, 84, 85].

With that said, the field of Federated Learning is still young and has several fallacies
that must be studied more closely before its anticipated aptitude can become a
reality in a clinical setting [35, 71, 30, 36]. Firstly there are a number of practical
issues that must be solved on how to efficiently implement the framework in a
real world scenario. These relate to the fact that geodistributed computation has
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several drawbacks. To mention a few it incurs severe communication overhead, it
has to be able to deal with synchronisation of autonomous clients as well as client
heterogeneity. These and more are discussed at length in section 2.4.2. The second
open question that must be solved is how to ensure that the model converges even
when the data distributed across clients is non-IID and unbalanced, which has proven
to be far from trivial. As described in section 2.5, this happens to be the case for
brain tumor data due to demographic differences across hospitals. Studies have
shown that the performance of FL can be degraded by as much as 70% if the data is
heterogeneous enough. This is discussed in section 2.6. Lastly, it turns out that even
though no data is shared across hospitals in FL there are still significant privacy
threats that must be countered. Bare bone FL simply does not provide adequate
protection of patients’ integrity to be allowed in a clinical setting. The threats are
presented in section 2.8 and proposed solutions are discussed in section 2.9.

1.2 Purpose and Research question

The study intends to implement a comprehensive framework for performing Privacy
Preserving Federated Learning for computer aided diagnostics of brain tumours.
The aim is to develop an autonomous Al system with human level performance that
can aid medical professionals in identifying and segmenting tumours in MRI scans.
It is envisioned that such a CAD model will be a step towards a cheaper, more
accurate and more equal health care.

The study intends to investigate three separate aspects in depth. Firstly a compre-
hensive empirical analysis of different conventional, centralised Deep CNN models
will be conducted to investigate which setup is ideal for the task at hand. The
analysis will focus on how to overcome convergence issues caused by heterogeneous,
unbalanced and low quality data across different participating hospitals. The model
will be trained on 3D MR images of actual patients collected from multiple different
sources in order to simulate the real world scenario of heterogeneous data across in-
stitutions. The expected outcome from these initial experiments is to find a model
architecture that is high performing and robust which can serve as the backbone in
the federated system. The first research question is hence:

How is model convergence in the ideal centralised setting impacted by the
heterogeneous, unbalanced and low quality data that arise in real world
collaborations across hospitals?

The second part of the study turns to analyse model performance in the federated
setting. A detailed examination of different state-of-the-art techniques will be con-
ducted in order to find a configuration that is adequately capable of handling all
of the data related issues mentioned above in addition to the non-IID distribution
across participating client. The focus will be on how to ensure global model con-
vergence despite the statistical issues caused by the non-IID assumption. Since the
focus of the study is on model convergence, it suffices without loss of generality to
realise the framework in a virtualised container environment. This gives rise to the
second research question:
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Can Federated Learning yield adequate performance despite the non-11D
distribution across participating hospitals, thus making it the best available option
for real world applications?

The final pillar of the study concerns how to ensure that the strict privacy regulations
are not breached by such a federated system. As will become evident this is mainly
a computer science related matter that does not impact model performance at all,
with the exception of Differential Privacy. This motivates a purely theoretical review
of the subject. However, a minor empirical study on the impact of Differential
Privacy on convergence will be conducted for completeness of argument. Besides
this a comprehensive review of available and necessary privacy mechanisms will be
conducted in order to evaluate which layers of protections must be put in place to
ensure complete system integrity from malicious attackers. This includes amongst
other things a discussion on different encryption and Secure Multiparty Computation
techniques. The final research question then becomes:

Which privacy mechanisms are necessary in order to ensure complete protection of
the federated system against malicious attackers?

1.3 Academic contributions and related studies

1.3.1 The study presents novel results that suggest that pre-
vious centralised studies are not realistic

The field of Deep Learning for brain tumour segmentation has been given significant
attention over the last decade and several studies have been able to show that it
is feasible to create models with human level performance. However, these have all
been focused on the common benchmark data set BRaTS, with a few unsuccessful
exceptions of minor studies on in-house data. This leads to the question of whether
results on BRaTS are actually generalisable to real world conditions. The reason
behind this relates to the matter of heterogeneous, low quality data discussed below.

The data set under consideration in this study has several characteristics which
makes it significantly more applicable to real life scenarios than the BRaTS data.
Firstly it is about ten times larger in size. Secondly it consists of cases collected
from six different sources, including all BRaTS samples, and contains seven different
tumour sub types all with their own unique characteristics. Importantly, it is the
first study to consider Metastasises. This signifies that the model must be able to
identify several lesions per patient as opposed to just one and that each lesion can be
significantly smaller than before [9, 10, 11, 13, 14]. The BRaTS data only considers
two very similar sub types and can be viewed as collected from a single source, due
to the extensive attempts of homogenising. The study thus pioneers by considering
a more extensive and inclusive data set.

Furthermore all cases in BRaTS have been quality controlled and cross checked by
several independent sources, meaning that the annotation quality is ideal. This is
not the case for the data set in this study where annotations have been done by
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individuals without any synchronisation or oversight. Due to this, significant errors
are present and a number of different tumour extent definitions, even for the same
tumour sub type, have been used which leads to a non-negligible ambiguity. Fur-
thermore the data set consist of both pre- and post surgery cases, which complicates
matters even more. To conclude this implies that the data set in this study is more
likely to represent real world conditions, as opposed to BRaTS which is an idealised
scientific setting designed for model exploration.

The first research question then boils down to whether these data quality issues
can be bridged using models developed for the BRaTS scenario. As it turns out,
the results from this study leads to the conclusion that they actually can. The
first academic contribution is thus that it is indeed feasible to build a centralised
Deep CNN that can adequately handle real world data. However, the results are
significantly lower than those on the BRaTS data. The second contribution is thus
that the study provides evidence that suggests that the BRaTS data represents an
idealised, non-realistic scenario.

1.3.2 The study provides the first proof of concept of Fed-
erated Learning in real world conditions

Turning to the second research question. As opposed to the centralised setting, the
field of Federated Learning is young in general and requires extensive efforts before it
proves as useful as conventional Deep Learning methods [71, 30]. Although several
studies have initialised the research on how the technique might be employed in
the medical domain [63, 64, 65, 66, 67, 68, 69, 70], there is still many obstacles to
overcome before it can be clinically employed [30]. The exploration of its capabilities
in the specific field of brain tumour segmentation is even further behind, with only
two publications to date [61, 62]. This in itself motivates additional studies of the
subject. Both the previous studies showed that non-private Federated Learning
can perform on par with the centralised setting using the current SOTA model
out of the box [61, 62]. However, as in the centralised case discussed above these
experiments were only considering the BRaTS data. This study thus provides a
novel contribution by being the world first at analysing how Federated Learning
performs in real world conditions.

Both of the previous studies also studied the non-IID scenario, however they only
considered a single tumour sub type. This implies that the data is only non-IID in
terms of where the original source of samples were. However, as discussed above
the inter-source difference in BRaTS is significantly less than in the data set con-
sidered in this scenario. Furthermore, this study distributes cases non-IID based on
tumour sub types, motivated by the correlation of said sub types with demographic
differences. This implies that the samples across federated clients is heterogeneous
in terms of both tumour characteristics as well as data quality. The former relates
to the fact that different institutions use different annotation protocols and MRI
scanner, each with its own unique set of characteristics. A consequence of this is
that the data distribution across clients in this study more closely emulates what
a real world application would experience. The conclusion and contribution is yet
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again that these more realistic settings lead to a significantly more difficult model
learning scenario. It is shown that the federated model can still perform approxi-
mately at a human level, however the performance loss relative to the centralised
setting is much greater than reported in the previous papers. A final note on the
academic contribution is that the study proposes a novel federated aggregation tech-
nique termed adaptive momentum. According to the empirical results this method
was superior to previously reported state-of-the-art methods.

1.3.3 The study contributes with a more comprehensive
analysis of privacy threats and protection mechanisms

The final part under scrutiny is also the most previously analysed. The reason
for this is natural, since the privacy threats and protection mechanisms are not as
application dependant. This implies that ideas and insights from a wide array of
fields can be used for this specific case. A consequence of this is that the theoretical
review that this study lays out does not contain any novel elements per se, but should
instead be viewed as an attempt to synthesise relevant prior findings in one place.
This includes the unifying conclusion that based on the threats associated with a
federated learning system for brain tumour diagnostics it is necessary to employ both
Differential Privacy mechanisms, Homomorphic encryption and potentially Secure
Secret Sharing techniques. By employing these complementary levels of protection
the federated system is fully protected from malicious attackers.

Comparing these conclusion to the previous two related studies it is evident that
they have not properly considered the full extent of privacy. The initial paper did
not consider any additional privacy mechanisms at all [61]. The second paper is
slightly better in the sense that they analyse how Differential Privacy and partial
model sharing can prevent privacy leakage. Similar to this study they also analyse
the trade off between performance and the level of Differential Privacy [62]. Their
results are conclusive with this report in that excessive Differential Privacy leads to
unacceptable model degradation. This results is what motivates the need for com-
plementary privacy mechanisms, since DP on itself will never be enough if clinical
level performance is required. Furthermore, none of the prior studies have consid-
ered the vulnerability to man-in-the-middle attacks [86] or the troubling assumption
that a trusted aggregator exists. A novel contribution from this study is thus that
these restrictive, unrealistic assumptions can be loosened.

1.4 Delimitations

The main goal of the study is to illustrate the feasibility of using Federated Learning
in clinical brain tumour CAD system. The purpose is in no way to perform a
comprehensive grid search over all possible parameters nor to examine a wide array of
different model architectures. Instead the study relied on previous results and simply
chose the current state-of-the-art model from the centralised setting. Since this was
shown to perform relatively well, no further fine tuning was performed. However,
since the federated aggregation is less explored, more extensive experiments and
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tuning was done in this regard. To conclude the results should thus be viewed as
an initial proof of concept that future work can rely on, rather than as the best
practice.

All experiments were conducted in a virtualised environment in which practical is-
sues such as synchronisation, stragglers, client autonomy etc. can be disregarded.
As discussed this is due to that the study focused on convergence related matters,
however it implies that additional studies on physical mock-ups must be performed
in order go from theory to practice. The same goes for the presented privacy mecha-
nisms. With the exception of Differential Privacy these have not been implemented
and are instead left as theoretical constructs. However, these additional implemen-
tation steps are believed to be a relatively straight forward task since these are all
well documented and standard protection techniques.

Another practical issue that the study does not consider concerns data acquisition.
The used data was initially highly heterogeneous in terms of how it was stored,
which formats were used and how annotations were provided. It required significant
effort to convert everything to one homogeneous protocol that could be interpreted
by the model. However, this process would have been much more problematic in the
real world where the data scientist does not own the entire data set. Somehow all
individual data owners would have to be in agreement and synchronised regarding
how to physically store data. Thankfully this issue does not challenge any of the
presented results, but it poses a significant practical obstacle before a true federated
system can be rolled out.

A final and important notion concerns data quality. Since the data scientist in
this study had complete ownership of the entire data set, it was relatively simple
to remove the bad apples. However, in a real world scenario the hospitals are au-
tonomous which means that no guarantees on their individual levels of data quality
can be assumed. To move from a theoretical to a clinical federation this implies that
additional mechanisms must be put in place to ensure that the local data qualities
are adequate. Otherwise there is a risk that some participating hospitals have sub-
standard samples with faulty annotation, which leads to a global model degradation.
The theoretical review in this study presents some initial work on how to protect
the federation from such inadequacies, but none of them are implemented. Besides,
very limited work in general in this regards has been conducted by the academia.
The last piece of the puzzle would thus be to study this in-depth and to evaluate
such an implementation.
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Theoretical Framework

As the name suggests this chapter present the theoretical framework required to an-
swer the posed research question. The first two sections discuss and describe the
state of the art model for conventional brain tumour segmentation in the centralised
setting. They provide sufficient background to understand how Deep Learning can
be applied as a CAD system. The five sections to follow turn to discuss the core
of the study, namely Federated Learning (FL). The definition of FL is provided as
well as a discussion on what practical issues must be solved in order to achieve
good performance. Suggested solutions to these difficulties are presented, before the
chapter turns to discuss the system design. The remaining four sections of the
chapter are dedicated to ensure that privacy is preserved. The threat scenario is
presented together with a number of proposed countermeasures. Primarily, it will
be discussed how the use of Differential Privacy mechanisms and encryption can
further strengthen the integrity of patients.

2.1 Conventional centralised Deep Learning for
brain tumour segmentation

As discussed in the background, the goal of any CAD system is to autonomously
identify all tumours in an MRI scan. In addition to identifying the lesion it is also
important to outline the exact extent of the tumour, thus requiring the model to
label each pixel as positive or negative. This pixel level detail is referred to as
semantic segmentation. Translated to the domain of Deep Learning this means that
the model objective is the following. Given a 2D or 3D image of a brain, output
a 2D or 3D binary image that indicates if the pixel is abnormal or normal tissue.
This study concerns seven different tumour sub types, but since the main objective
is segmentation the model will only be tasked to make a binary prediction. As
seen in Figure 3.6 the different tumours visually look relatively similar to a layman,
which supports such an approach. The prediction for each pixel is a confidence score
between 0 and 1 that represents the likelihood that the pixel is tumourous.

A large number of models and methods have been proposed to solve this objective.
This section is dedicated to describe and compare these different approaches. The
aim is to survey the results from the research community in order to find the current
state-of-the-art model that will serve as the backbone of the Federated Learning
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Framework. As described briefly in the background FL extends the conventional,
centralised model training by training on multiple local clients in parallel. However,
the local training at each FL client is still identical to to the conventional setting.
Without loss of generality - assuming all other things equal - one can thus argue
that whatever model performs well in the conventional setting should have a good
chance at performing well in the federated setting.

2.1.1 U-Net models are the state of the art

As discussed, virtually all research uses the BRaTS data set [87]. From the exten-
sive survey in this study only three papers were found that used other, external
data sets [88, 89, 90]. Another survey that investigates the progress and history
of the field during the last five years they also conclude that BRaTS is indeed the
most commonly used [16]. As a result, the appropriate benchmark when comparing
models is their performance on said data set. The current standing is presented in
[6] which reveals that the state of the art model has a dice score of 0.913. Further-
more, a total of 27 papers present performance above a score of 0.9. This shows
that several good models are available for the task at hand. However, as discussed
briefly in section 2.2, the results on BRaTS might not be adequately representative
for real world conditions. Unfortunately several of the result in the leader board
are presented with pseudonyms, which means that their papers are not available.
Nonetheless, several important papers have been found. The winner and the fifth
place of the challenge in 2018 is [4] and [91] respectively. The second and fifth place
for 2019 is [92] and [5]. These four articles will be referred to as the leading models
throughout this section and as will be shown they all have significant similarities.

From the five year survey it is clear that virtually all kinds of models, both machine
learning and handcrafted, have been proposed to solve the objective [16]. However,
during the last years most of the emphasise has been placed on Deep CNN models
[16], which have won the BRaTS challenge all of the last five years [93]. The most
commonly used model is the U-NET proposed in 2015 by [94] specifically to deal
with the intricate difficulties in medical imaging. It is a multi scale CNN based
model that builds on the realisation that segmentation requires the model to ex-
tract both large scale (global) and small scale (local) information about the input.
A visual illustration of the model is presented in Figure 3.18. The general idea
is to sequentially down sample the input and process it in the lower dimensional
space, since this allows for more computationally exhaustive techniques. However,
the model also retains all higher dimensional representations as well and finally con-
catenate them. Thanks to this multi-scale processing the model manages to identify
a wide range of relevant features [95, 90, 94, 96].

This approach proved to outperform all other proposed models, especially when
limited data is available, and its extensions have been the state of the art ever since.
Due to its proven aptitude it is used by [97, 98, 92, 99, 100, 96, 101, 91, 61, 93,
102, 94, 95, 89, 103, 90, 104, 105, 91, 4, 106, 62, 107, 108, 109]. According to [100]
practically all research teams use the U-NET in some manner, a statement which is
supported by [91] who claim that it is the 'classical approach’. Further motivation is
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given by [4, 90] who claim that even a generic, baseline U-NET provides competitive
results for a wide array of segmentation tasks. Its aptitude is further supported by
the fact that all of the leading models use it as their backbone [92, 4, 5, 91].

Despite U-NET’s majority share, it is not the only proposed method currently in
use. Another common model is called DeepMedic [96, 101], which is a multi-path
CNN where each path is designed to extract information on different scales. Such a
multi-path CNN approach is besides U-NET the most common method, used and
praised by [110, 111, 112, 96, 101, 104]. In general it is clear that the success to high
performing segmentation is to properly extract both local and global information.
Other less performing methods that are found in the literature are Random Forest
based models [88, 113], Fully Connected CNN [113], Growing CNN [88] and sliding
window based ideas [110]. Besides Machine Learning approaches a variety of hand-
crafted, statistical methods have also been proposed [110, 114, 90, 88, 113, 16], such
as the Superpixel Segmentation Algorithm [90] and NS-EMFSE [114] or to extract
features with Stationary Wavelet transform [88]. However, these have been proven
to perform worse than their machine learning counterparts [90]. Furthermore, they
are slow at inference time [90] and might take up to 100 minutes per image [110].

2.1.2 Leveraging ResNet, ensembles and 3D inputs further
improve model performance

Having established that U-NET is the state of the art, researchers started to extend
and improve the model further. One of the first extensions was to modify it to take
3D inputs, since MRI scans are mostly three dimensional [99, 95, 93]. This is further
motivated by [95, 99, 93] who all claim that neighbouring 2D slices contain redundant
information which makes the model less efficient. Additionally, as discussed by [93]
the 3D model can leverage richer spatial context. Although isolated studies claim
that 2D models are better [95], the general consensus is that 3D models are indeed
superior [99, 93, 98, 104], which is supported by the fact that all of the leading
methods use 3D inputs [92, 4, 5, 91]. The downside of 3D models is that they
are computationally expensive [93, 98] and require a lot of RAM [5]. The latter
implies that the batch and resolution has to be reduced. Due to these drawbacks
the research field is divided, with approximately half working with 2D U-NETs
[95, 99, 93, 61, 94, 89, 103, 90, 104, 105] and half on 3D-U-NET [95, 96, 97, 91, 4,
106, 92, 98, 62, 107, 108, 109]. However, if computational power is not a bottle neck
the 3D version is superior.

A second improvement to U-NET is motivated by the recent advances of the famous
ResNet model. Several authors [102, 62, 4, 92, 97, 108, 107, 99, 104, 105] have
proposed to replace the convolutions in U-NET with residual blocks as a way to
handle the vanishing gradient problem [105, 104, 99, 97] and provide better scale
invariance [105]. This has indeed proven to be a successful approach, which is
supported by the fact that a majority of the leading methods use residual blocks
[92, 4, 5, 91]. A final improvement, again motivated by its success in other related
tasks, is to use ensembling to capture the individual traits of several models [91].
This is used successfully by several papers [92, 4, 5, 109, 91, 101] once again including
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all of the leading methods.

Besides using 3D inputs, ResNet and ensembling a plethora of other extensions have
been proposed. Once such technique is to introduce multiple loss functions to ex-
plicitly encourage specific model behaviours. A successful approach used by the
winner 2018 [4] is to append a variational auto-encoder to the U-NET, thus forcing
the model to recreate the input. The intuition behind this is that it serves as regu-
larisation, since it encourages the encoder part of U-NET to compress more detailed
information about the input. Similar ideas are proposed by [96, 98] who both ap-
pend various auxiliary loss functions at the lowest resolution in the model. Again,
the underlying idea is to force the encoder part to create more useful encodings.
Another proposal by [5] has another take. They instead append a 3D extension of
supervised active contour loss to amplify model regularisation. However, the effi-
ciency of all these methods has yet to be proven. So far the performance boosts are
only minor, if at all.

A more general notion is that deeper networks have been shown to work better
[102], similar to what one expects from other related tasks. An interesting study
by [99] further attempts to increase the U-Net’s ability to identify small lesions by
introducing the Attention mechanism. The method has so far only been able to
present minor improvements, but considering its efficiency in other fields it might
be worth looking into in future work. Other proposals are to modify the U-NET
to have an asymmetrically large encoder part [4], to include both down sampled
versions of feature maps and the input at each stage [92] and to create a unique
model for each tumour sub type and to first classify the input and then feed it to
the respective segmentation model [107]. However, they barely impact performance.
A final approach that is worth mentioning was recently introduced by [109]. They
argue that tumours have some common traits, which means that it should be ben-
eficial to introduce a tumour prior. The intuition behind their proposed algorithm
is that besides feeding the input image to the model, they also feed a 3D heat map
that represents the likelihood of finding a specific sub type at each location. This
heat map is an aggregate of all tumour masks in the training set. Although this
idea makes intuitive sense, it has yet to show anything but minor improvements.

2.1.3 Image preprocessing is vital whereas postprocessing
might provide small improvements

As discussed in the background chapter the data is often collected from different
sources with different protocols, resolutions and quality. In an attempt to make the
data set more homogeneous, which in turns simplifies model fitting and improves
performance, researchers commonly use some form of preprocessing of images before
feeding them to the model [112, 111, 4, 98, 97, 113, 96, 107, 103, 91, 90, 110, 109,
88, 114, 99].

The vast majority of studies use simple intensity normalisation by subtracting the
mean and dividing by the standard deviation, thus at least forcing all inputs to have
the same approximate intensity magnitude [99, 112, 111, 97, 113, 96, 107, 103, 90,
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110, 109]. Some authors expand on this by only calculating the mean and standard
deviation based on the pixels encapsulated in the actual brain, thus disregarding
the background [4, 98, 91]. Yet another study took an even more sophisticated
approach by using linear neighbour interpolation based normalisation (SEB) [88].
Furthermore, another paper instead simplified the normalisation by just dividing
by the median of the pixels encapsulated in the brain [93]. A final notion is that
some authors remove pixel outliers by clipping before doing normalisation [99, 109].
Nevertheless, to conclude some form of intensity normalisation is almost always
performed.

Beyond intensity normalisation some researchers propose the use of N4-ITK bias
field correction [112, 97, 107, 90, 110] or less commonly Wiener filtering [114, 88]
to remove noise and produce smooth edges [88]. Others argue that skull-stripping,
by the use of handcrafted methods, should be performed [88] as has been done for
the BRaTS data. A final and more extreme proposed preprocessing method is to
threshold the grayscale input into a binary image [88], however this is the only paper
that references this method.

Whereas preprocessing is adopted to make the input data more homogeneous, post-
processing instead works on the output in an attempt to further boost performance.
It is a less common technique than the more or less mandatory preprocessing step,
but it is still used in some form by several authors [112, 100, 96, 101, 111, 16, 90, 110,
105]. The idea is to process the output segmentation mask to remove false positives
[110] and to smoothen predicted tumour regions [112, 100] using prior knowledge
of how tumours look and where they occur. The efficiency of post processing is
ambivalent, with some authors reporting minor improvements [96] whereas others
claim that it does not impact performance at all [4].

The most common form of post processing is to use a handcrafted method called
Conditional Random Field (CRF) [96, 101, 90] or its extension fully connected CRF
[111, 16]. Since is is handcrafted method it is not ideal, and its efficiency is debated
[96, 4]. Another less common technique is to use trainable MLP or Random Forest
based methods to overcome this [96]. Yet another paper proposes to do postprocess-
ing by simple thresholding, in the sense that tumours that are larger or smaller than
a set proportion of the image are discarded [105]. Lastly, [110] propose a method
that they refer to as "erosion and dilation". To conclude, however, the common point
for all these postprocessing methods is that their efficiency is debatable. Whether
they work or not seem to be application and model dependent. However, especially
CRF based methods might be worth considering if it is important to squeeze out
the last percentages of a model’s performance.

2.1.4 Augmentation makes the model more geometrically
and intensity invariant

As discussed by [112, 94] a CAD model must be geometrically and intensity invariant
in order to generalise. This is especially true for medical imaging due to the deforma-
tive nature of abnormal tissue [94]. A common method to mitigate this issue is to use
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image augmentation [89, 108, 95, 97, 4, 90, 91, 107, 92, 112, 94, 98, 106]. This means
that an image is transformed by different techniques in order to artificially amplify
the variability of the training data. Most studies show that this indeed improves
performance [95, 90, 112, 89], however excessive augmentation degrades it because
it leads to overfitting [90]. Furthermore, not all types of transformations are useful,
as discussed by [5] who argue that it suffices to use naive and basic transforms since
their extensive study of more sophisticated techniques did not show any additional
improvements. Lastly, although the vast majority of studies only do augmentation
during training it is also possible to do it during inference [4]. The rational is that
by averaging the result from several transformed versions of the unseen image, the
chance increases that some of them are closer to any of the training samples that
the model was fitted to thus improving the prediction. In their study [4] showed
that this indeed slightly improved test results.

As mentioned augmentation can either be geometric or intensity based, with the
former being more common. Geometric versions were reported to be used by [89,
108, 95, 97, 4, 90, 91, 107, 92, 112, 94, 106] compared to that the latter was used by
[106, 89, 4, 98, 108, 91, 95, 112]. The geometric methods intend to provide invariance
against rotation, translation, shear, scale, skew etc. Intensity methods on the other
hand manage noise, obfuscation, enhancement, sharpness etc.

The most commonly used geometric augmentation method is mirroring [89, 108, 95,
97, 4, 90, 91, 107, 92, 112], in which the image is flipped across any of the three
axis. The second most common method which is to do arbitrary rotations [108, 95,
97, 92, 90, 107, 112]. To manage different scales it has further been proposed to do
random cropping [89, 4, 95, 108], up sampling [108] or down sampling [107, 108].
Less common varieties is lastly to use different kinds of non-linear transformations
or elastic distortions [106, 90, 94, 112].

When it comes to intensity based augmentation the most common method is to
add Gaussian noise to regularise the model [91, 95, 112]. Other popular methods
are to do intensity shifting [89, 4, 98] or to scale pixel values by some factor either
uniformly across the entire volume [89, 4, 98] or non-uniformly for each slice [108].
Less commonly reported, researchers also use sharpening and emboss [112], edge
enhancement [89, 112] or pixel shuffling and obfuscation [106].

2.1.5 Optimisation is most efficient if Adam, soft dice loss
and regularisation is used

For segmentation tasks there are primarily two choices of loss functions. One option
is to use the classical cross entropy loss [99, 109, 93, 96, 111, 104, 94, 97], but more
recent papers have proposed to replace it with the soft dice loss [91, 90, 103, 89, 95,
107, 92, 4, 5, 62]. Some authors argue that the dice loss is better at optimising an
unbalanced problem [103], whereas others on the contrary are concerned with that
it is less robust [97]. However, the fact that all of the leading methods use the soft
dice loss serve as evidence that it is indeed superior [91, 92, 4, 5]. The reason for this
is likely the fact that one of the major difficulties with brain tumour segmentation is
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that the class imbalance is very severe. This is illustrated by that 98.46% of pixels
in the BRaTS data set are of non-tumorous matter [99].

The binary soft dice loss is defined in equation 2.1 below [91, 90, 103, 89, 95, 107, 92,
4, 5, 62] where p € [0, 1]"™ is the flattened vector of predictions and y € {0, 1}4m jg
the ground truth. € is a small constant to avoid division by zero.

=22 PiYi
Soft Dice Loss(p, y) = > +Z£:p Y n (2.1)
i Pi iYi TE€

Several papers propose to use weighted loss functions [99, 94, 99, 104, 93, 97, 109] to
impose some prior on the result. The work by [109] attempts to mitigate the severe
class imbalance by weighting the loss such that the non-tumorous regions can never
have more than 3 times the impact of tumorous regions on the back propagation.
Another proposal is to weight the pixels in the region close to tumour boundaries
higher as a way to force the model to properly identify the tumour edges [94].
However intuitive these methods might seem, their efficiency has yet to be proven
since none of the leading models use any weighting. When it comes to the choice
of optimiser the vast majority propose to use Adam [108, 98, 89, 4, 61, 62, 90, 91,
92, 109], although some settle for momentum SGD [99, 93, 94] or even simple SGD
[110, 96]. However, all leading models use Adam [4, 92, 91, 5].

Besides that the loss function has to be adequate it is important to consider model
regularisation. The most common, and successful, approach is to use drop out
[109, 4, 92, 61, 110, 111]. Furthermore different kinds of normalisation is often
used. The conventional Batch Normalisation is used by [110, 5], however due to
memory constraints that limit the batch size it is not very efficient [4]. Rather,
the research community suggests to use Instance Normalisation [91, 92, 5] or Group
Normalisation [4, 5, 109]. Lastly, some of the leading papers suggests to use L2
norm regularisation [4, 109].

2.1.6 Model evaluation uses the Sgrensen—Dice coefficient

The model performance can be evaluated using several different metrics. Which
metric is preferable depends on the application, the class imbalance, the task etc.
Although it might sound like a trivial question this is relevant to consider in order
to properly quantify how well a model is suited to a certain task, in order to avoid
cognitive bias or over/under appreciation of the results. When it comes to semantic
segmentation the most commonly used metric is the Sgrensen—Dice coefficient [107,
91, 90, 110, 61, 89, 96, 16, 105, 100, 108, 111, 104, 93, 113, 109, 97, 98, 92, 5, 99, 95],
commonly referred to as just the dice score or the F-measure [108]. Another common
metric is to use the 95th percentile of the Hausdorff distance (HD95) [91, 113, 109,
92, 5, 99, 95]. Both the dice score and HD95 are metric that describe how similar
two sets are, which makes them useful for comparing a predicted tumour mask to
the ground truth. However, since they are complementary this study will settle with
only using the more occurring dice score for simplicity. The dice score is defined in
equation 2.2 [107, 91, 90, 110, 61, 108, 111, 104, 109, 97, 92, 98, 99, 95, 93, 89, 96, 16],
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where X and Y are the predicted and ground truth binary masks respectively and
| X| is the cardinality of set X.

21X NY|

Dice score = —————
[ X+ (Y]

(2.2)

Another set of metrics that are commonly used are sensitivity (also referred to as
recall) [90, 110, 16, 96, 105, 108, 111, 104, 113, 95, 97, 92, 5], specificity [110, 96,
108, 111, 113, 95, 97, 92, 5, 104, 16] and precision [90, 16]. These are metrics to
describe performance on instance level, such as to present how many of the tumours
were found. They are less suited to report how well the segmentation is but it is
a good complementary tool to the dice score/HD95 if the intention is to describe
how well the model would work in a clinical setting. However, for this study these
metric will not be included for simplicity as the main focus is on achieving good
segmentation.

2.2 The main obstacle for conventional methods
is the lack of high quality data

The research community is largely in agreement on why Deep Learning has yet to
perform satisfactory in the field of brain tumour segmentation. As discussed in
the background the models, no matter how sophisticated, are severely degraded if
the data availability is low. Unfortunately this is the case for the task at hand
[36, 21, 33, 45, 35, 30, 9, 19]. The reason behind the limited data sets is that
data annotation is time consuming, expensive, difficult and error prone even for
experienced doctors [93, 108, 96, 107, 90]. Different sources provide slightly different
estimates to quantify this. According to [30] a sample takes on average 30 minutes
to label and according to [93] it can take up to 45 minutes for even an experienced
oncologists. More over, the problem is amplified by the fact the different hospitals
use different protocols for their MRI scans [93]. As discussed in the background the
scan can be taken in several views and with different modalities, all of whom have
unique characteristics. Since the model must be fed with images from the same
modality and view, the collection is restricted to only hospitals that follow the same
protocol which according to [93] poses a large practical obstacle.

Besides the fact that data sets are small, it turns out that the labelling is highly
subjective and depends on the doctor’s personal experiences and bias which means
that the existence of a gold standard is not even always guaranteed [96, 61, 107, 93,
90]. The variability of tumour appearances, its diffuse edges and the difficulty of
simultaneously analysing several different MRI modalities leads to large inter-rater
disagreement [107, 110]. Studies have shown that the labelling of two experience
doctors only overlap with a dice score of 0.74-0.85 [93, 61], which should be compared
to that the state-of-the-art model achieves a dice score of 0.92 on the same data set
[92]. The data quality issue can also be seen by comparing results on the leading
benchmark data set BRaTS to that on other, private sets. Models on the former
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tend to achieve around 0.9 dice score, whereas models on private - less processed and
cleaned - data only performs around 0.6-0.7 [112, 88, 89, 90]. This could of course
depend on a number of reasons, but since the same models are used it still suggests
that BRaTS might not be representative for the global data quality. Rather, it
seems to be too clean compared to practically available data sets.

The problem at hand is thus trying to train a DL model on limited and noisy labelled
data. Although the research community has developed a plethora of models, the
field is reaching a point where only minor improvements are made - as can bee
see by the fact that most models described above actually perform very similar
despite that their level of complexity can range by many orders of magnitude. This
has lead researchers to focus on managing the data deficiency, rather than simply
tweaking model architectures. As discussed, augmentation has been shown to help
some [95, 90, 112, 89] but it is limited. This section is dedicated to describing more
sophisticated, and drastic, proposed solutions to how small data training can be
achieved.

2.2.1 Curriculum & Active Learning decrease the need for
data by using it more efficiently

Curriculum Learning (CL) and Active Learning (AL) are two relatively new areas
of research that both try to make the training process more efficient. The two
fields attempt this in slightly different, but related manners. The former does what
the name implies, namely attempt to be pedagogical during the training process
[95, 108, 110]. The idea is to start training on the simple training samples and then
gradually increase the level of complexity, similar to how humans learn new topics.
The intuition is that this should facilitate convergence and it is indeed shown to
improve performance [95, 108, 110]. The latter works in a fundamentally different
way. Whereas Curriculum Learning is primarily concerned with ordering the existing
training set in a clever way, Active Learning is a technique to efficiently increase the
total data set [103]. The two methods are thus complementary.

The question remaining for Curriculum Learning is how do we rank samples by
order of increasing complexity? Different authors propose different methods. An
exploratory study by [95] suggest to start the training on low resolution images
and then gradually increase the level of details. The study by [110] focus on trying
to mitigate class imbalance issues by starting training with an artificially sampled
equal distribution and then incrementally move towards the skewed unbalanced
truth. Another proposal by [108] is to divide training in three stages. In the first,
only the original data samples are used. In the middle stage they introduce extensive
augmentation and in the final stage they incorporate a Focal Loss, to encourage the
model to focus on the most difficult cases. Focal Loss is defined in equation 2.3
[107, 108].

Focal Loss(p, y,7) = —y(1 — p)’log(p) — (1 — y)p"log(1 — p) (2.3)
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where p € [0, 1] is the prediction and y = 0,1 is the ground truth. The Focal Loss
is an extension of the standard cross entropy loss in which an additional parameter
v is introduced. When ~ = 0, the Focal Loss is equal to the cross entropy but when
~ > 0 the loss provides more weights to bad predictions thus mathematically forcing
the model to focus more on the hard samples. By tuning the v parameter one
can trade off how much focus should be integrated. All three proposed Curriculum
Learning methods present promising results.

The motivation behind Active Learning is that collecting data is expensive, so we
should only every collect samples that are maximally efficient in training. By being
clever in how to collect data we can thus limit the amount of redundant samples,
which would decrease the total annotation cost. Again, the question is how would
one do this in practice? The authors of [103] propose the following workflow for this.
First train a seed model on a limited initial training set. Next, use this model to
predict on a set of N unlabelled samples. For each such sample, calculate an uncer-
tainty score and a similarity score. The former measures how confident the model
is in its prediction on this unseen sample. The latter is a measure of how similar
the unseen sample is to any of the already labelled samples - this can be quantified
efficiently by comparing the encoded, down sampled versions of samples. The fourth
step is to rank all the unlabelled samples based on their two scores. Next, pick only
the top L ranked samples in the sense that they have high uncertainty and low sim-
ilarity scores, meaning that the sample is drawn from a very different distribution
than all training samples. Now label only these L. highly informative samples and
retrain the model on the initial training data joint with these new samples. This
process is then repeated until satisfaction or until no additional informative unla-
belled samples exist. The second step, in which N unlabelled samples is selected,
can be made more efficiently if the entire unlabelled set is clustered first meaning
that only the most distant N cases are selected.

In the initial study by [103] they ran 10 such iterations and managed to get on par
performance by only using 13% of the entire data set, which proves that there is
indeed significant redundancy in training data. Besides being data efficient they also
claim that the Active Learning framework mitigate class imbalance issues, since only
the most under-represented samples are used for training. However, a downside with
Active Learning is that the workflow is relatively slow. Each iteration - excluding
the training time - took 45 minutes. This is of course significantly faster than
annotating close to 8 times more data, but it magnifies the fact that it is still an
immature research field that requires more scrutiny. Nevertheless, the initial results
are very promising which motivates it to be left for future studies.

2.2.2 Weak or Mixed Supervision are promising ways to
decrease the dependency on expensive annotations

As already discussed the main bottle neck to performance is the fact that 3D pixel

wise annotation is excessively expensive. One approach to circumvent this is the de-

scribed Active Learning, which attempts to limit the amount of samples that need to
be annotated. Another take on the issue is to keep the number of annotations large,
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but instead attempt to decrease the time spent on annotating each sample. This is
the topic of Weakly Supervised models. The field started to gain popularity in 2015
when [115] introduced the concept of Class Activation Map (CAM) based models.
The underlying idea is that when a model is trained on one task, it accidentally
learns relevant features for related tasks as well. More concretely they managed to
show that by training a model to classify images, the model learns to identify regions
in the input that are relevant for the classification. In short, they extracted heat
maps (CAMs) on the input that described which pixels correlated must strongly
with the predicted class. These heat spots were then cleverly extracted as segmen-
tation masks for said class. This idea was later improved by [116] in 2019 when they
introduced the generalised GradCAM model. Both papers showed that by training
on only samples that were labelled with a class, they managed to get impressive seg-
mentation performance - although not quite as good as for fully supervised training.
The term weakly supervised arise because only partial annotation is required, which
saves a lot of time and resources.

In the context of brain tumour segmentation the concept of weak supervision means
that it would suffice to only label a patient as healthy, or with tumours - a much
simpler and less subjective task. The work by [93] is the first and only to investigate
this to date. To further leverage the fact that we do indeed have some fully annotated
samples already, they propose the term mixed supervision. Their model is trained
jointly on both fully and weakly annotated samples, however with a much larger
proportion of weak samples. They managed to show that by training on only 5
fully annotated and 223 weakly annotated samples they got 89% of the performance
when the model was trained on all 228 fully annotated samples. This represents a
98% reduction in annotation, at just 11% performance loss. However promising, the
work has yet to be completely explored. The study suggests that the method has
diminishing returns as the proportion of weak samples increases, but they argue that
in order to draw any conclusions one would have to investigate the case when weak
samples are in the millions, not hundreds as in their initial study. Furthermore, they
have only explored 2D models so this would be another natural extension.

2.2.3 Traditional Transfer Learning is not currently feasible,
but novel methods are promising

Several major fundamental differences exist between Deep Learning papers concern-
ing medical imaging and other applications on what is commonly referred to as
normal images. The latter signifies common, everyday objects such as for exam-
ple animals and landscapes. The perhaps biggest such difference is that models in
the normal imaging domain almost always use Transfer Learning (TL) techniques,
whereas in the case of brain tumour segmentation virtually no authors mention this
at all [101]. Out of all the surveyed papers in this study only two models employ
Transfer Learning [117, 110], but they are constrained to 2D models. This is sur-
prising since Transfer Learning has been proven time and time again to significantly
boost performance, especially in applications where domain specific imaging is lim-
ited [106] - such as for brain tumours. However, there is a natural explanation for
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this.

Firstly, there is no large publicly available data set for general medical imaging that
could be leveraged for pre-training, compared to the natural imaging domain that
has both ImageNet [46] and COCO [118]. Stanford announced in 2017 that they
are indeed planning to release what they refer to as Medical ImageNet [119] to solve
this, but it has yet to be made publicly available. Furthermore, as discussed in a
previous section, most state of the art models for brain tumour segmentation use
3D inputs which makes it difficult to pre-train on 2D data [106]. It would this be
necessary to find a massive 3D public data set. Two possibilities are Sports1M [120]
and Kinetics-700 [121], but they are far from ideal since they consist of video data.
Another possible option could be the Medical Segmentation Decathlon data set [122]
but with its 2633 3D samples, spread across ten body parts, it is many orders of
magnitude too small. Since no surveyed paper mentions either of these two, or any
other proxy, the conclusion stands that there exists no applicable proxy data that
can be used for Transfer Learning. Hopefully Medical ImageNet will solve this in
the future.

The conventional transfer learning methods are thus not feasible at this time. How-
ever, researchers have proposed novel approaches to circumvent the data fallacy
issue. One paper attempts to artificially increase the data set by using GAN’s, with
promising results [105]. Perhaps more interestingly, a paper by [106] propose another
method called Model Genesis that attempts to do transfer learning without access
to labelled data. The underlying idea is that there exists a massive amount of 3D
medical imaging available, but without annotations. They use a 3D U-NET model
and show by pre-training the model as an auto-encoder, i.e fully self-supervised,
they manage to boost the segmentation performance slightly. The workflow is to
take an unlabelled 3D image, augment it and then feed it through the U-NET but
rather than trying to decode the tumour region they make the model recreate the
original, non-augmented image. After running this self-supervised pre-training over
unlabelled data they simply extract the U-NET and fine-tune it for the segmentation
task. More importantly, they show that this pre-training can even be done on data
from another domain. This research is still immature and need more scrutiny, but it
presents very intriguing possibilities since it would decrease the need for annotated
samples significantly.

2.3 Definition of Federated Learning

In the preceding sections all discussions have been on the conventional centralised
setting. The remainder of the chapter will now turn to the core of the study, namely
the decentralised federated setting. The term Federated Learning (FL) was first
introduced in 2016 by [71] as a tool to perform Machine Learning (ML) in a de-
centralised, privacy preserving manner [71, 35, 36]. As briefly discussed in the
introductory chapter, the general idea is to share model weights rather than raw
data across parties in an attempts to protect privacy [71, 39, 72, 73, 35, 19], see
Figure 1.3 for an illustration. Locally at each hospital the DL model is still trained
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in the conventional sense, meaning that all knowledge and experience from this do-
main can be transferred to the FL setting as well. The revolutionary difference
that FL provides is that all local models are then pooled and aggregated, thus cre-
ating one joint model that has been exposed to a dramatically enlarged data set
[71, 39, 72, 73, 35, 19] to capture the large scale performance boosts that DL has
been proven to have [41, 31, 42, 43, 44, 35, 30]. This joint model is then redistributed
to all parties to perform what is referred to as another round of training [123, 84]
and the process repeats until convergence [71, 39, 72, 73, 35, 19]. For clarity, the
following nomenclature will be used throughout the study: server referrers to node
that does not perform any training but is responsible for coordination and model
aggregation. The computational nodes are interchangeably referred to as clients,
devices or occasionally hospitals. All nodes are jointly referred to as parties.

A rigorous mathematical definition of Federated Learning (FL) can be provided by
[35, 73]. They states that it is a ML framework in which N clients denoted by
Fi,...Fy collaborate to train a final, joint model M_c,;rq;. Concretely this means
that the data set D is distributed over all clients, where each client holds a subset
denoted by D,, such that D = UY_, D,, [35, 73]. A joint initial model is distributed to
each client who then trains the model on its local data set. The result of each local
training, often in the form of a gradient update or a locally improved model, is then
pooled and aggregated at a central server to form the next generation model. Said
model is then distributed back to the clients and another identical training round is
repeated. This process is repeated until the global model converge to form M fegerqted-
Convergence is determined by evaluating the model on each client’s local validation
set and aggregating the validation results [71, 35, 73]. The model is said to converge
when the global performance Viegeratea S€izes to improve. Moreover, one can evaluate
the performance loss of the FL approach compared to the traditional centralised
methodology by comparing the performance difference of the model trained in both
settings. The FL algorithm is said to have a d-accuracy loss if the difference in
performance between the central and federated model satisfies equation 2.4 [35].
Note that this is a purely academic measure, since most real world applications
does not allow for a centralised model to be constructed [19, 59, 50, 60].

|Vcent7‘al - erde’r’ated| <9 (24)

One can further define sub types of FL by considering what kind of data is available
and how it is distributed [35, 36]. They define three sub types: horizontal, vertical
and transfer learning. The different sub types will be explained in terms of the
application of this study for clarity. This means that each clients is a hospital, a
sample is a patient and the feature space is the data stored about each patient.
The horizontal setting is the perhaps most intuitive and refers to when all hospitals
store the same data but on different patients [35, 36]. The vertical setting means
that hospitals have the same patient, but they have stored different data on said
patient [35, 36, 39]. The transfer learning sub type is the most extreme case in which
the union of both patients and features is limited across different hospitals [35, 36].
The nature of the application at hand in this paper - brain tumour segmentation
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in MRI scans - naturally falls into the horizontal FL framework [61, 62] which is
why the focus henceforth will be on this setting. This relies on the assumption
that all hospitals store brain MRI scans in the same way and that they have unique
patients. This is the same assumption previously used in the related studies [61, 62],
but nevertheless its validity and the potential problems with these assumptions is
discussed in section 3.2.

It should be noted that Federated Learning is by definition a collaborative mecha-
nism, which means that all parties can be better off by collaborating and taking part
in the joint training [35, 71]. An interesting aspect is that parties that contribute
more data will benefit more, since the model has been exposed to more samples
originating from said hospital’s unique distribution and might thus be biased to
perform better in this specific domain. Further, the model aggregation is usually
implemented as a weighted average, discussed in section 2.6, which means that local
updates from large contributors influence the model more [71]. Consequently, there
is an incentive for parties to increase there contribution share to capture this bias.
This arms race results in a positive spiral that is mutually beneficial for all parties
involved because of the economy of scale associated with data size in DL [35].

Lastly, it should be mentioned that there are several similarities between FL and
another research area called Distributed Machine Learning. However, that field is
mostly directed towards efficient parallelism of computation and does not consider
privacy preserving mechanisms nor does it handle the heterogeneous division of
data across clients. Contrary to the FL. domain the server has complete control
of all clients and data. These differences and their implications are discussed in
section 2.4, but the severity of them arguably provide enough reason to endorse the
evolution of this new field [35, 71].

2.4 The Federated Learning framework has sev-
eral fallacies that has to be solved

2.4.1 Federated Learning fails to converge if the data is non-
IID and unbalanced

The undisputed largest obstacle to overcome before FL can become truly invaluable
in clinical settings is that it has historically been shown to be non-robust to data
heterogeneity [74, 34, 124, 37, 54, 20, 125, 45, 73, 59, 23, 50, 60, 52, 33, 123, 36, 72,
71]. More precisely it has been shown repeatedly that class imbalance and non-ITD
distribution across clients severely impede model performance [124, 37, 20, 45, 50,
123, 36, 72, 71]. This means that if there are statistical differences between the
hospitals in regards to what types of tumours occur in patients, and to what extent,
then the Federated algorithm will suffer. As will be discussed in section 2.5 this
happens to be the case due to biological traits of brain tumours [9, 10, 12, 13, 14, 11],
demographic differences [9, 10, 13, 14, 15, 11, 7, 8] and the fact that certain hospitals
care for specific sub-populations [36, 33, 45, 8, 9, 10, 11, 15].
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It is a known fact from conventional ML that data sets with severe class imbalance
impede model performance [45, 52]. This property naturally transfers to the Fed-
erated Learning setting as well, since local models will fail to properly converge.
However, this issue is further enhanced in FL because in this setting the model does
not only have to be robust to the imbalance of one data set, but across several
with potentially very different characteristics [124, 37, 20, 45, 50, 123, 36, 72, 71].
Additionally to class distribution differences across clients the decentralised model
has to be robust to the fact that local data sets can be order of magnitude differ-
ent in size [45], due to that hospitals in urban areas care for a lot more patients
than those located in rural districts. This implies that the federated model might
be overly biased to the larger hospitals, thus counteracting the aim of producing a
more socioeconomically equal healthcare. This issue is amplified by the fact that
the feature dimension might be higher than the number of samples at the smaller
hospitals, which makes local model training difficult due to overfitting [45, 72]. An
implication of this is that the local model contributions from small hospitals might
be less accurate in a generalisable sense. Lastly, as will be discussed in section 2.5,
data quality likely varies significantly across institutions due to the different level
of experience of the local doctors [34]. A FL model should thus be robust to the
potential presence of low quality data at some sites.

It can be shown that if the data distributed across clients in the FL training is 11D,
then the model is guaranteed to converge in the same way as it would if the data had
been collected at one central server [20, 71]. This is not surprising, since if the data
is IID then there is no difference at all, in a statistical learning sense, between the
centralised and decentralised training. However, such a theoretical guarantee does
not exist for FL if the IID assumption fails [20, 71]. An intuitive understanding of
this proof can be seen from analysing the most commonly used model aggregation
method in FL: Federated Averaging (FedAvg) [51, 126, 83, 127, 124, 37, 54, 123,
36, 73, 125, 85, 84, 23, 52]. Although a more detailed discussion of FedAvg and its
extensions is deferred to section 2.6, it will be defined in this section to clarify the
convergence analysis.

The objective of FedAvg is to find the joint model weights w that minimise the
global loss function. This loss is a weighted average, by sample size, of the local
losses incurred at each client as defined in equation 2.5. Subscript k refers to a

client, n; and n respectively refer to the number of samples at client k and in total
[71, 125, 60, 123].

Global Loss(w) =) %Local Lossy(w) (2.5)
k

However, the model updates using gradient descent techniques - such as Adam,
SGD, AdaGrad etc. - are performed on each local loss, since data can not be
shared. This means that FedAvg can only be evaluated on the global loss, but
the actual convergence has to rely on local data [71, 125, 60, 123]. This is where
the non-IID assumption starts to cause difficulties. If the data is IID across the
clients this implies that E[global loss(w)] = Ellocal loss;(w)], meaning that the
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local gradient descent steps are unbiased. This implies that the local updates are
guaranteed (in expectation) to jointly converge to the global optima. However, if
the data is non-IID this equality no longer holds and the resulting global model
might diverge even if local models converge to local optima.

Although the first paper on FL by [71] did not report any such significant issues, it
has since then been empirically shown by several studies that the non-I1ID setting
indeed is a severe inhibitor [124, 37, 20, 45, 50, 123, 36, 72, 71, 35, 128]. A recent
study show that a model trained on non-IID data has 51% worse performance than
when it was trained on IID data [50, 124]. Another study even reports a 70% perfor-
mance drop [37]. The same study claim that if more than 40% of the aggregate data
is biased then the FL model becomes completely unusable. They further emphasise
that limited work has been done to describe this deficiency and it requires more
research before the issue can be properly understood in a quantitative meaning [37].
Besides model depreciation it has been shown that non-IID data causes the model
to converge slower and that it requires more data to do so in an adequate manner
[123]. As already discussed, the data availability in the medical domain is limited
which means that additional effort must be applied to counteract this. Additionally,
as discussed by [41], this lack of data further amplifies the convergence difficulty due
to the class imbalance.

Although this section might suggest that FL is dead in the water for the application
at hand, it turns out that one does not to be that pessimistic. The non-IID difficulty
is an inherent difficulty in any decentralised setting, but thanks to recent advances
in FL it has emerged as the the state-of-the-art in this regard [38, 37, 52, 40, 74, 50,
1, 60]. More sophisticated algorithms than Fed Avg have recently been proposed and
shown to be more robust to non-IID data, to be discussed in section 2.6, so there
is still hope. Furthermore, as discussed by [36], the presence of highly non-IID data
might not be all bad. Yes, it makes convergence harder, but at the same time it
allows the model to be exposed to a more complex learning scenario which forces it
to generalise [36]. In essence, if the difficulty can be overcome than the end result
will be a less biased model that is better off for everyone.

2.4.2 Practical difficulties with Federated Learning systems

Besides the problematic convergence in Federate Learning, there are a number of
practical issues that must be solved in order to make implementation feasible. These
are discussed in this section for completeness. It will be revealed that this concern
is less severe in the hospital collaboration case compared to the more commonly
studied mobile phone setting. Nevertheless, it is relevant to provide a brief discussion
in order to understand what elements have been the driving factors in the attempts
to improve FL historically. Further, it provides motivation to why certain common
FL features can be overlooked in this application.

As mentioned, the historical motivation behind proposing FL was for it to be used for
mobile phones [71]. This meant that the number of clients was expected to be in the
millions, compared to the much smaller setting of hospitals [36]. A commonly quoted
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issue with decentralisation in general and FL in particular is that the managing
server does not have complete control, due to that clients are autonomous [20, 36, 36].
This means that the server can not assume that all clients are always available for
the next round of training, nor that they would be able to complete the round that
they started. This means that significant effort has been spent historically in the FL
community to cope with stragglers and devices that drop out [20, 84, 85, 123, 36].
Commonly this is solved by simply hard coding that if the client takes too long to
respond, it is simply dropped from the round [123]. Naturally, this synchronisation
problem is proportional to the number of clients. Luckily, the hospital application
has a relatively small amount, meaning that this factor is less important.

Another factor that impacts the costs associated with synchronisation is the extent
to which the clients are reliable. In the case of hospitals this is hardly an issue,
since they have a stable and fixed power supply and reliable network connection.
For mobile phones, on the other hand, the story is very different [84, 85, 51|. Firstly,
mobile phones are highly heterogeneous with regards to computation power, meaning
that some versions might take longer to train on - or might even not able to at
all [54, 50, 36, 21, 20, 50, 60, 36]. Furthermore, they can only be allowed to be
used in a training round if they have sufficient battery levels or are plugged in,
have a reliable wi-fi connection, have the newest software update etc. [84, 85, 51].
Additionally, the common FL setting requires that the system is robust to unreliable
and heterogeneous infrastructure [84, 85, 51]. Although arguably none of these
factors are significant threats to the hospital case, they must still be considered in
a final version.

The last traditional concern is regarding the high communication overhead and
latency associated with performing Federated training [129, 124, 37, 54, 20, 125,
45, 84, 85, 59, 50, 123, 36]. This has been seen as one of the largest deficits and a
large effort to mitigate it has been seen from the academia. Again, the motivation
is largely that the mobile phone application assumes mostly wireless and limited
network connection, in which it is inadequate to send the large model updates over
and over [125, 123, 71]. The common solution has been to either propose different
model compression techniques or to limit the number of training rounds by making
cach iteration more efficient [125, 20]. This network bottleneck is less severe if the
system contains less than 100 clients [84], which is reasonable to assume in this
case. Furthermore hospitals can be assumed to have a stable and fixed network
connections. To conclude, this practical issue is not significant either. Nevertheless,
there are arguments to why communication should be minimised anyway. Firstly, it
is of course wasteful to not do so if it can be done without other major deficits - after
all the hospital’s bandwidth is still finite. More importantly, increased networking
increases the risks associated with Man-In-The-Middle attacks [86] to be discussed
in section 2.8.
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2.5 MRI scans across hospitals are heterogeneous

As already hinted in section 2.4.1 the data considered for a decentralised learning
setting on brain tumour patients exhibits strong non-IID and class imbalance, which
has been shown to severely degrade FL performance. In this section evidence to
support the former statement is provided. To fully understand why this is one must
first explain the biological traits of the disease.

Brain tumours comes in many different sub types, each with its unique characteris-
tics and survival rates that differ by orders of magnitude [9, 10, 12, 13, 14]. The fact
that the patient’s chance of survival is tightly bound to what sub type is present
means that the CAD model must be adequately performant at not only identifying
lesions, but also correctly classify them in order to allow proper treatment protocols
to be initiated. Importantly, this means that multi-class training must be performed.
On a brighter note, thanks to advances in MRI scanning techniques it is possible
to visually distinguish the different sub types by comparing contrast and patterns
in different views and sequences [9, 10, 14, 17, 18], as discussed in section 1.1.1.
Although this is a none-trivial task, it at least provides a theoretical chance that a
computer vision model can do the same.

These sub types can be categorised as either primary - the most common types being
Meningiomas, Pituitary Adenomas, Neuromas and Gliomas - or secondary tumours.
The latter are tumours that have spread from other parts of the body and they are
referred to as Metastasises. These different sub types have significantly different
occurrence rates in general. For example, Metastasises occur fours times more often
than all primary tumours combined. Furthermore, the relative occurrence rate of
different primary tumours vary by as much as a order of magnitude [9, 10, 11, 13, 14].
This illuminates the magnitude of class imbalance that the CAD model must be
able to overcome. To make matters even more complex, Metastases patients tend
to have more than one lesion - it is not uncommon with a handful - meaning that
the accumulated number of this sub type is further enhanced. Lastly, they are much
smaller than primary tumours which signifies that the model must be able to detect
lesions as small as parts of a ml [9, 10, 14, 17, 18].

So far the discussion has only shown that an intrinsic class imbalance exist, which
is just as problematic in conventional ML as it is in FL. However, by also consid-
ering demographic factors it will be made clear that the distribution also differs
across hospitals, which is where the real FL problems arise. The reason why the
ITID assumption required for conventional distributed training is invalidated in this
domain is because the risk of getting a certain type of brain tumour depends on
age [7, 8, 9, 10, 15], race [8, 9, 10, 14, 15], sex [7, 8, 9, 10, 11, 14, 15], life style
[7, 8,9, 10], genetics [8, 9, 10], standard of living [7, 9] and the geographic location
8,9, 10, 11, 15] of the patient. For example, Meningiomas are 50% more common in
females than in males [10] and brain tumours in general are 4 times more common
in high HDI areas than in poorer regions [7]. As discussed by [45] it is even possible
that some hospitals do not have a single case of certain sub types. All this means
that the distribution of tumour types differs significantly across different hospitals
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due to that they attend to different sub-populations, in different geographical ar-
eas with its unique demographic footprint and socioeconomic standard [36, 33, 45].
Besides this class imbalance there is a significant difference in the total number of
samples at each hospital, due to their difference is size, which means that the FL
model must cope with a severely unbalanced data set as well [36].

The final point to discuss, brought forth by [34], concerns that the data quality differs
between hospitals. They also considers the matter of collaborative training amongst
hospitals for tumour prediction and they argue that "there may exist non-negligible
gaps in the quality of data among different hospitals since a rich-experienced chief
physician with advanced medical devices in a high-rate hospital will be more likely
to produce accurate data than an junior physician with low-end of devices in an
ordinary hospital" [34]. This view is supported by [19, 35] who claim that data
annotation in medical applications is non-trivial and partially subjective. Another
study by [33] agree and claim that patient journals are heterogeneous from different
doctors. Furthermore, to make matters even worse, there is a plethora of different
MRI scanners all of whom give rise to images with different characteristics [130]. All
of this means that not only does data quality differ across hospitals, but it will likely
also do so within the same hospital due to that different doctors or brands of MRI
scanners are involved. Naturally, and as supported by [36], training a model with
noisy, or low quality data is a major inhibitor which further complicates convergence.

It should be noted that this quality heterogeneity is despite extensive global efforts
to standardise the medical imaging domain. For example, most hospitals store
data according to the DICOM standard and regulation enforces that the images
are of high quality [31]. To put it plainly: the situation could have been much
worse. On another note completely, related to the practical implementation of FL,
this standardisation actually simplifies a real world FL collaboration since data is
physically stored in the same way. Although a number of reasons cause the model
fitting itself to be complicated, it suggests that it is at least practically feasible to
implement such a collaboration between institutions.

2.6 FL can be improved by considering more so-
phisticated model aggregation algorithms

In general the matter of convergence is a complex one that depends on a number of
parameters, especially in an unbalanced and non-IID setting. For examples it has
been shown that some DL models are inherently better suited for non-IID data than
others [37] and that even if adequate models and algorithms are used, the success
is still sensitive to proper hyper parameter tuning [83]. Furthermore, since DL is
a data driven approach [19, 35, 36, 20, 21, 37, 38, 33, 39, 34, 40] the data scientist
might even find itself with the perfect model, perfect algorithm and perfect hyper
parameters but still end up with useless performance due to the simple fact that
data is too scarce. In that case the common approach is to pre-train on proxy data,
which has been proven time and time again to improve the situation [84, 59, 21].
However, if no appropriate proxy data is available one must rely on other techniques.
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Furthermore, as discussed in section 2.4.1, the matter of convergence is even more
complicated in FL than in conventional DL. This is especially true for applications
such as the one under consideration in this study, since brain tumor data is non-11D
and unbalanced - see section 2.5 for a detailed discussion on this - a scenario which
has been show to severely degrade FL performance. As described, the cause for this
deficit is mainly inadequate model aggregation techniques that fail to converge if
the data is non-IID. However, as discussed FL is a very promising technique well
equipped to deal with several of the privacy constraints that have impeded DL histor-
ically. Combining these statements it is thus not surprising that significant research
has been conducted to improve on the FL. model aggregation in order to mitigate
the convergence fallacy and to unlock the invaluable potential that FL possess in
sensitive applications. This section is dedicated to presenting these extensions and
improvements.

2.6.1 Federated Averaging is the common benchmark but
several options have been proposed

Ever since Federated Learning was proposed in 2016 [71] the research community
has come up with a plethora of algorithms to improve its performance. The initial
version, termed FedSGD [71, 52, 129, 123, 73|, has since then been largely replaced
by more sophisticated aggregation techniques. Today the most commonly quoted
algorithm is FedAvg [125, 85, 84, 23, 52, 51, 126, 83, 127, 124, 37, 54, 123, 36, 73],
but others such as FedProx [127, 57, 60, 73, 72|, DGC [129, 37, 58, 36|, FEDPER
[50], LoAdaBoost FedAvg [50], CMFL [50], eSGD [50], SVRG [73], FAug [124],
FedAsynch [51], AFL [74], SecProbe [34], a one-shot model [59] and a momentum
based FedAvg [73, 72] are all proposed by various authors. Consequently there is no
shortage of algorithms to choose from in an attempt to tackle the characteristics of
any application at hand.

Interestingly enough though, despite the discussed convergence fallacies most appli-
cations are still only using the bare bone Federated Averaging algorithm introduced
in section 2.4.1, equation 2.5 [125, 85, 84, 23, 52, 51, 126, 83, 127, 124, 37, 54, 123,
36, 73]. Although it is arguably the most naive algorithm - just a simple weighted
average - and that several studies have shown that it is non-robust to non-IID data
[127, 57, 60, 73, 72|, it is still widely used and preached. However, rather than using
this fact to justify a claim of FedAvg’s superiority over the other propositions, this
is a sign that illustrates just how young the field of FL is. The studies that are using
FedAvg are mostly interested in examining other unexplored aspects of FL than its
convergence or absolute performance, such as minimising communication overhead
[129, 37, 36, 124] or allowing for stricter privacy constraints [51, 59]. FedAvg is thus
being used a convenient benchmark [127, 57, 60, 73, 72, 129, 124, 37], but as this
section will soon show several of the other propositions are better suited to handle
a variety of tasks.

One can largely categories the FedAvg extensions as either attempts to address the
network bottleneck, system design improvements or managing unbalanced, non-11D
convergence. The reason why these factors must be analysed was discussed in section
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2.4.2 and section 2.4.1.

2.6.2 Asynchronous or bandwidth efficient algorithms solve
several problems but at the cost of accuracy

As described in section 2.4.2 a large historical concern has been that FL incurs too
much communication overhead. This has lead researchers to develop increasingly
lighter communication algorithms, starting with that FedSGD was replaced by Fe-
dAvg for this very reason [71, 52]. Since then CMFL [50], eSGD [50] and FAug [124]
have all been proven to improve this further. However, they all do so at the expense
of model performance [124, 50]. The general idea is to use different compression tech-
niques in order to decrease the size of model updates before sending them [20, 50].
This has proven very successful due to that model updates are very sparse - up
to 99.9% redundant [50] - thus making them highly compressible without trading
off too much accuracy [50, 129]. Consequently, the current state-of-the-art algo-
rithm for network constrained applications is Deep Gradient Compression (DGC)
[129, 36, 37, 58].

Although DGC successfully decreases communication significantly, is too does so at
a performance cost relative to FedAvg [129, 37] in both IID and non-IID settings
[37]. This inadequacy is increased with model complexity, thus making DGC a bad
choice for complex learning scenarios - unless the latency and network constraints
are the limiting factor [37]. Lastly, some studies claim that DGC is useful as a
privacy protection mechanism because the compression works as an obfuscator [58],
so it might be a tool worth considering in sensitive applications for this reason.
However, as discussed in section 2.9, there are other privacy mechanisms that does

not trade off performance. This suggests that unless network is a limiting factor
FedAvg is still a better choice than DGC.

Another more experimental algorithm is the one-shot model proposed by [59]. It
takes network constraints to the extreme by only allowing a single round of training,
arguing that one can consider each local model as part of an ensemble. Although
the performance naturally decreases, it is still only 10% less than the centralised
baseline model. This quite extraordinary feat is accomplished by carefully analysing
each local model and weeding out those that have poor validation performance or
inadequate training data, thus creating an ensemble of the best local models [59].
However, this technique requires more research to verify its usefulness before it can
be considered in this study. Nonetheless, it is an interesting and instructive take on
the problem. Especially, the idea that inadequate models should be excluded is a
good take away that might be useful for improving other algorithms as well.

Another scenario that has received attention by several researchers [131, 20, 36,
38] is the possibility of fully decentralised Federate Learning, in the sense that no
server has to be trusted to manage the system. This is discussed more in section
2.7. One of many problems with implementing this scenario is that the FedAvg
algorithm assumes a synchronous, server controlled system [51]. To this end the first
asynchronous model aggregation algorithm was proposed by [51]: FedAsync. They
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show that it is indeed possible to perform FL in a decentralised fashion, which has
the upside that it allows for more flexibility and increased scalability [51]. Although
FedAsynch is shown to be robust to hyperparameter decisions, 10 times slimmer in
network communication and to converge faster than FedAvg it does so at the expense
of performance. However, limited analysis of the algorithm has been performed and
it has yet to be used for a deep network on complex data. To date, it has only been
used with a shallow CNN on CIFAR-10 [51]. Consequently, FedAsynch is not deemed
appropriate for this study. However, due to the many upsides of decentralisation
this proof of concept is intriguing for future extensions.

2.6.3 Convergence in non-IID settings can be improved if
momentum and regularisation is employed

Besides optimising the FL framework to better handle latency and system architec-
ture, several studies have considered the even more pressing matter of convergence.
Although FedAvg is more robust to non-IID and unbalanced data than its prede-
cessor FedSGD (73], it still has severe deficits as discussed in section 2.4.1. There
are authors that still claim that FedAvg is indeed robust to this [125], but the vast
majority of research suggests otherwise. In order to capture the full capability of
FL researchers have thus proposed extensions to FedAvg that aims to solve this.

One suggestion on how to mitigate the non-IID convergence issue is to limit the
extent to which one attempts to generalise across local distributions. This is the
approach used in the FEDPER algorithm described by [50]. The idea is that by
only sharing the base layers of the model during training, it is possible to learn
low level features with the help of all local distributions but to personalise the high
level information extraction on a local level. The base layers are trained jointly, but
the high level layers are only trained locally thus allowing for each local model to
specialise to its unique distribution. Note that this is similar to the argument behind
conventional pre-training, where the base layers are trained on proxy data. The
intuition is that low level features are less non-IID, which suggests that FEDPER
should suffer less in this regard. Indeed, the study showed an improved robustness
and increase performance relative to FedAvg [50].

Another insight is that the convergence problem in the non-IID setting is largely
caused by that the local models diverge relative to each other due to that they
are exposed to widely different distributions, which causes the aggregate model to
misbehave [60, 37]. One might hope to mitigate this by limiting the impact of
each local update in each round, thus forcing them to stay closer to each other
[60, 37]. This is the idea behind the second improvement to FedAvg, proposed by
[60]: FedProx. It introduces a proximal term in the local loss function, a trick that
is shown to improve convergence both theoretically as well as in practice. The study
shows a 22% performance boost relative to FedAvg [50] - making it the state-of-the-
art solution to date for FL on non-I1ID data [127, 57, 60, 73, 72, 50]. More precisely,
FedProx adds a L2 regularisation term to the old local loss function. The norm
that is punished is the delta relative to the previous global model, which encourages
small local deviances to be sent back for aggregation. The proximal loss function is
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defined in equation 2.6.

Local Proximal Loss(w) = Local Loss(w) + gHw —w__global||? (2.6)

From equation 2.6 it is plain to see that FedProx is a strict extension to FedAvg,
where the latter corresponds to FedProx with y = 0. Everything else regarding the
two algorithms is the same. By properly tuning the p-parameter it is possible to
balance convergence speed and robustness to non-IID divergence. Another novelty
introduced by the FedProx inventors [60] is that they allowed for heterogeneous
hyper parameters across clients. Previous studies had used the same number of
training epochs at each client during a round, but by loosening this constraint they
allowed for better utilisation of client heterogeneity. For example, some clients
might have a more powerful GPU which means that they can afford to train more
epochs in the same time span without lagging the joint training. Furthermore, this
personalisation meant that clients with less training could train for fewer epochs to
avoid overfitting. By the same argument they allowed the proximal parameter u to
be client dependent, since some local distributions will be more divergent from the
average than others which calls for a higher L2 punishment [60].

The next improvement is brought forth by [73]. They took inspiration from the
fact that conventional DL experienced improved performance at the introduction of
momentum based optimisers, such as Adam, AdaGrad and RMSProp [132]. They
recognised that the global model update, resulting from the aggregation of the local
updates, is the analogue to the gradient in conventional SGD. Since adding momen-
tum improved SGD, it is reasonable to assume that similar techniques might work
for FL as well. Their contribution was thus to update the global model using a
moving average of previous global models, as described in equation 2.7. Subscript
k refers to a client, w(t) is the model weights at time t and 7 is the momentum
parameter.

w(t +1) —n> =

k

:\3

— wi(t)) (2.7)

Again, this is a strict extension of FedAvg which corresponds to n = 1. By allowing
tuning of the momentum parameter 7, they managed to get significantly improved
performance relative to bare bone FedAvg [73, 72]. The intuition behind the im-
provement is that the global model delta at each step is the result of local training
on a random subset of clients, similar to the random samples that constitute a batch
in conventional DL, and the momentum term thus limits the impact such a random
subset can have on the final model. In the non-IID setting this is crucial, since
random selection of clients might produce a round where the local data sets are not
representative for the global average and thus it would be fatal not to limit this
update’s impact [73].

It should be noted that this momentum approach does not assume the use of any
specific local objective. Importantly, this means that the FedProx algorithm can
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be used in conjuncture with this method to produce an even more sophisticated
algorithm. To date no study has used these two methods together, but since they are
both strict extensions of FedAvg this approach must be at least as good. However,
due to the increased flexibility by tuning p and 7 it is reasonable to assume that it
will actually improve the convergence performance.

Lastly, a natural extension of FedAvg/FedProx with momentum would be to intro-
duce the FedAvg/FedProx Adam equivalent. Similarly to how Adam was shown to
outperform momentum in the conventional, centralised learning scenario [132] it is
reasonable to assume that it would be beneficial in the federated setting as well.
This relies on the aforementioned interpretation that each local model update in FL
is the analogue of a batch gradient update in the conventional setting. However,
such an aggregation technique has not been cited in literature to date and is left for
future work in this study as well.

2.6.4 Global model performance can be increased by selec-
tively only including well behaving local updates

One of the arguments in favour of momentum is that it limits global degradation
caused by clients with low quality data. This aspect of data heterogeneity is also the
topic under scrutiny that lead to the proposal of SecProbe by [34] and LoAdaBoost
FedAvg by [50]. As discussed in section 2.5 different hospitals will likely have data
sets of greatly varied utility and quality, which implies that the local model updates
from these locations will likely be noisier and less performant. The general idea that
the authors behind SecProbe and LoAdaBoost FedAvg discuss is that since this
data heterogeneity is known to exists, it is naive to treat all local model updates in
the same way during global aggregation as is the case for all previously discussed
algorithms. Instead they propose a schema where the global model discriminates
against poorly performing local models in order to avoid it being tainted by their
lower quality. Both studies show that this indeed improves performance relative to
the baseline FedAvg [34, 50].

The difference between the two models is how they quantitatively determine which
local clients are under performing. LoAdaBoost FedAvg does this by examining the
loss progress. Practically, they compare the local validation loss with the median
validation loss during the last round and choose to discard all models that exceed
this level. This intuitively means that the global model only incorporates local
contributions that are better than the average from last round, which suggests that
the next generation should improve [50].

SecProbe is implemented in a slightly different way and relies on a wtility score for
the local model. The exact definition of how this utility score is calculated depends
on the task at hand, but the general idea is that the local model update is validated
at the server on a blind validation set and better performance equals a higher utility.
Finally, they choose K of the M local updates in each round based on their utility
and aggregate these to form the next generation global model. However rather than
choosing the K best performing they randomly draw K clients without replacement,
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each with a probability proportional to its utility. Similar to how Differential Privacy
mechanisms works, as discussed in section 2.10, this stochastic element ensures that
the privacy of the client is preserved since it is not possible to conclusively determine
which model updates where used. Importantly this means that it is not possible to
determine which of the clients has lower quality data, which might be a privacy
sensitive feature [34].

Although both of these methods are still young, largely untested and requires more
thorough research before they can become standard practice, the authors present
impressive preliminary performance boosts. For example, it is shown that even in
a setting where 70% of clients hold only 40% high quality data and 60% random
garbage, the final model performance is barely degraded compared to the ideal
baseline case if SecProbe is used [34]. This suggests that the SecProbe algorithm is
robust to unreliable participants. This result is promising two-fold. Firstly, it means
that the FL ecosystem can be made robust to lower quality participants. Secondly,
it also means that the system is protected against malicious participants that wish
to actively degrade the global model by sending faulty updates, since these will be
discarded based on their low utility score [34]. This type of threat, called model or
data poisoning is discussed in section 2.8.3.

An end note on the problematic existence of noisy or low quality data on some
clients is that this issue is mitigated if the number of clients grow, since that limits
the extent to which one individual client can impact global performance [85, 126].
This is of course only true if the newcomers have high quality data. A corollary of
this is that the FL convergence becomes more robust if a larger proportion of clients
is selected at each round. This is the analogue of why conventional SGD appreciates
with a growing batch size, since the updates become less noisy [85, 73, 83]. A rule
of thumb is provided by [73] who claim that one should never use less than 10%
of the clients at each round. Besides improving performance this also speeds up
convergence [73].

2.6.5 The non-IID issue might be an artefact of naive as-
sumptions - Agnostic FL attempts to solve this

A final note on convergence in a non-IID setting concerns a radically different idea
brought forth by [74] and [45]. They argue that the only valid approach to FL
is actually to consider everything concerning distributions a black box on which
nothing can be assumed. They argue that since in reality we can not know anything
for sure about the distributions, all and any assumptions are false. They thus urge
researchers to view the learning scenario as completely unknown. Although [45] only
states this without providing any solutions, the paper by [74] actually studies this
abstract idea in full and proposes a practical implementation to make the vision a
reality. This section is dedicated to describing said work.

The general idea behind the paper by [74] is that not only can we not assume that
data is IID across clients, but we can not even assume that the joint aggregated
distribution is representative for the real world distribution. This implies that the
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global objective function obtained by the simple weighted average of local objectives
in itself is biased. In such a scenario, test performance on external data will be
lacking even if the FL algorithm manages to converge. To put it plainly, they claim
that even if all clients pooled their data to one server and trained in the conventional
centralised manner the resulting model would be biased and under performing on
third party data - especially if the aggregate data size if small [74]. This is equivalent
to stating that a subset of hospitals can not present an unbiased representation of
all global patients unless the collaboration constitute a very large proportion of all
institutions - which is a reasonable statement. Furthermore, since the data across
clients is non-IID there is no guarantee that the weighted average distribution is
representative for the individual client’s data. This means that the jointly trained
model is optimised for an abstract global distribution for which it is not intended
to do inference, which might cause it to under perform in production at the actual
clients [74].

To summarise, the article by [74] address the fact that previous work has been too
naive in its assumptions on what distributions are real, meaning that they have
all optimised for a faulty loss function. In order to mitigate this flaw, the authors
propose a model called agnostic FL (AFL) [74]. The idea is that rather than training
a model to optimise on the naive simple weighted distribution one should create the
model that is ideal for any mixture of the local distributions. They define this
mathematically using a mixture vector A € R, where N is the number of clients in
each training round. Further, they impose that >°, Ay = 1 and VkA, >= 0. They
thus propose that the model should be optimised for the distribution D in equation
2.8, where subscript k refers to a client [74].

D=3 \D (2.8)

Note that this is a strict extension of FedAvg which naively assumes that A\, =
"k The authors of AFL argue that there should exist at least one such A which
produces a global distribution D that constitutes a learning scenario which more
closely resembles real world conditions. The objective of Agnostic FL is now to find
the best model regardless of what A this is, meaning that the training is completely
agnostic of what the true distribution really is - hence the name. Mathematically
this objective function is finally defined in equation 2.9 [74].

min max zk: ArLocal Lossy(w) (2.9)

Agnostic FL thus tries to find the best model for the worst possible scenario, which
[74] argue is the most reasonable setting since nothing can be assumed about the true
distribution. This argument is supported by the fact that they empirically find that
AFL outperforms FedAvg. Additionally they show that besides that AFL increases
performance it is also more fair in the sense that it tends to be less discriminating
to individual clients. The latter is a consequence of that AFL does not assume
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anything on any distribution, thus preventing the final model to be biased towards
any particular individuals [74].

The Agnostic framework is arguably a more idealistic setting that more closely
mirrors real world conditions. It thus seems reasonable that it might be better
than FedAvg also on brain tumor CAD. However, it is a very young field that
still poses many practical obstacles that have yet to be researched. Firstly, the
minimax optimisation problem is significantly more complex than the conventional
minimisation objective [74]. For this reason [74] report that the algorithm is still
very slow, especially if the number of clients is large because that causes the A space
to blow up. One way to mitigate this might be to incorporate some prior on the
data, thus limiting the search space. However, this has never been done and it is not
clear what that prior would look like, nor is it established how this would impact
performance [74]. Implementing a large scale AFL model is thus still infeasible in
terms of computation, at least until more efficient algorithms are proposed.

Secondly, the paper by [74] only theoretically prove that convergence is guaranteed
to improve relative to FedAvg in the convex case. Yes, they show an empirical
improvement in a non-convex case as well, but it is still limited since they only
considered a shallow model on Fashion MNIST. To date there is still no theoretical
or empirical proof that AFL works on more complex, multi-modal data sets that
require more sophisticated models. No work has been done on DL in AFL for
example, which leads to the conclusion that this technique is still to undeveloped
to be considered for this brain tumour study at this time. However, the paper by
[74] has provided ample arguments to support that it is indeed a groundbreaking,
promising methodology which is why it would be interesting to study further at a
later date. It is thus left as future work.

2.7 System design and privacy assumptions

After a comprehensive analysis and discussion of convergence in Federated Learn-
ing it is time to consider more practical matters concerning implementation. It
has to be decided how hardware should be configured, how communication should
be controlled and what assumptions can be made concerning participants in the
collaboration. This is the topic under scrutiny in this section.

2.7.1 The system can be either fully decentralised or man-
aged by a trusted server

The first design choice concern how the computation should be performed and co-
ordinated. By design Federated Learning is a decentralised approach, but one still
has to decide how this should be managed. The system can either be completely
decentralised, in the sense that no single party coordinates training meaning that all
participants are equal, or partially centralised [51, 38, 58, 20, 36]. The vast majority
of existing implementations follow the latter by allowing a central server to coordi-
nate all operations [50, 36, 37, 54, 84, 85, 123, 51]. The peripheral clients in this
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design perform all training, but only the server perform model aggregation. This
design imposes the restriction that clients can only communicate directly with the
server and not at all with each other. The network topology is a star. Plainly this
scenario means that the server works as a master node, responsible for initiating
all training rounds, and clients are simple worker nodes responsible for training on
their local data to provide model updates to the server. All data is located at the
clients, with the exception that some proxy validation data might exist at the server
[50, 36, 37, 54, 84, 85, 123, 51]. Although this is an intuitive and simple solution
- which explain why it the most widely used - it also requires some problematic
assumptions.

The star topology makes the server a critical and powerful player in the system,
which makes it a much greater threat if it is compromised and starts acting mali-
ciously. Essentially, by concentrating all this control to one node the system becomes
more vulnerable to more powerful attacks [131, 38]. This and other threat scenarios
are discussed at length in section 2.8. The server is such a scenario is referred to
as a trusted aggregator, because all partied must trust that it does not misbehave
[131, 38, 85]. For this reason some researchers have started to question if it is really
possible to assume that such a trusted, powerful but yet secure party can be found
in many applications [131, 38]. In the example of brain tumour diagnostics this is
equivalent to asking the question whether all hospitals can agree on who should be
allowed to be much more powerful and virtually obtain perfect control of the system.
Not only must this chosen hospital be trusted by all others to not break this confi-
dence, but everyone must also agree that it is properly protected against third party
attackers. Some authors argue that hospitals do not have perfect trust, meaning
that this is impossible in practice [38]. One solution might be to allow a third party,
such as government, to have this role instead but that might not be feasible either.
Consequently, in a scenario where collaborators lack the blind trust necessary to
unanimously assign one party as the trusted aggregator the only other solution is to
look towards a fully decentralised solution instead [131, 38, 20, 36, 50, 45].

Although the vast majority of studies have assumed the existence of a trusted ag-
gregator [131, 50, 36, 37, 54, 84, 85, 123, 51], some work has been extended to
consider the more extreme scenario where no trust at all can be assumed between
parties [131, 38, 45]. As discussed, this requires a completely decentralised design in
which all parties are equally powerful and all perform both training and aggregation
[20, 36]. Although this would provide significant privacy upgrades [131, 38], it is
still an unsolved and very complex problem [36]. However, some proposals exists.

The paper by [131] attempt to solve this by using Blockchain and cryptography
technologies. They propose a full mesh topology where all clients communicate
with each other, but thanks to encryption and Blockchain they do so completely
invisibly thus preserving perfect privacy. This makes for something of a utopia for
FL but unfortunately the implementation is still inadequate. The authors have
only considered a simple learning scenario because due to the severe communication
overhead the technique is still infeasibly slow. This rules out the possibility of using it
for complex deep models on multi modal data at this time. However, they show that
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on their simple scenario they manage to get performance that is on par with server
controlled FL [131]. This makes it a very interesting topic for future work. Another
similar proposition is the one by [38]. They suggest a model called TorMentor which
works by using the Tor and Onion protocol. Similar to Blockchain, these are also
techniques for secret, invisible IP communication. This ensures that the sender’s
identify is unknown by the receiver. This is also very premature work that has yet
to be shown to work for more complex scenarios, but the authors explicitly state
that they believe that TorMentor is ideal for FL in the medical domain due to its
sensitive nature [38]. This is thus also left as interesting future research.

So far most arguments have been in favour of fully decentralised systems, due to
their superiority in terms of privacy. However, there are reasons for choosing a server
central design as well, beyond the fact that it to date is the only feasible option. As
discussed in section 2.4.2 a practical issue in FL is that clients are autonomous and
unreliable. A server controlled design has at least one reliable point - the server -
whereas a fully decentralised system is completely left in the dark [20]. This lack
of control is further amplified if the decentralisation schema involves obfuscating all
participant’s ID, as in the proposals by [38] and [131]. As a result, it is significantly
easier to design fault-tolerate algorithms in the server case, since it can be given
the authority to define all operations [20]. To date it is not clear how a server-less
design would even handle heterogeneous clients, drop-out, stragglers and a number
of other control mechanisms that are required in a real world scenario where perfect
availability can not be assumed [20]. Additionally, a decentralised design further
incurs significant communication overhead which makes it infeasible for network
limited applications [20]. To conclude this section it is thus reasonable to claim
that the only practically viable option to date is to use a server controlled design.
However exciting the idea of Tor or Blockchain may be, it is simply not practical
yet.

2.7.2 Training is commonly performed synchronously, but
some works propose an asynchronous solution

The second design decision when building a FL framework is whether the model
aggregation should be synchronous or asynchronous. Concretely this means whether
model aggregation must wait until all participants have responded, or if it can
be done on the fly as updates come in continuously [20]. The traditionally most
employed choice is the former [50, 20, 37, 54, 126, 84, 85, 123, 51] although a few
studies have considered the latter as well [51, 38, 131]. There are a number of
reasons behind why synchronous is so vastly more common. The first two are purely
a statistical consequence. Firstly it is because the server controlled FL setting
naturally employs this schema, which as discussed above is the most common setting.
Secondly, the by far most common FL algorithm FedAvg is synchronous.

However, there are intrinsic arguments for a synchronous design as well. Firstly, it
is technically less demanding since it is the arguably most intuitive way to perform
aggregation. This increased implementation complexity has made asynchronous
solutions virtually non-existent in cases with less than 50 nodes, sine the gain of
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asynchronous solutions increase with the number of participants [20, 51]. Additional
arguments against asynchronous solutions is that it is not clear how they would
handle stragglers or drop-outs, whereas a synchronous design can define that all
clients that have yet to responds after a set amount of time is simple skipped [20, 71,
36, 51]. To conclude, the most suitable solution seems to be to employ a synchronous
design. The only reason to attempt to solve all the additional difficulties related
to asynchronous designs is to capture its superiority if a large number of clients is
used. According to [51] the synchronous solutions seize to be efficient if the number
of participants exceed a few hundred. Thus, for the brain tumour and hospital case
no compelling arguments are found to support anything else than the synchronous
decision.

2.7.3 The perceived threat level determines the setting

So far the discussions have mostly been on how to practically achieve good per-
formance in Federated Learning, but another just as important aspect is doing so
without exposing patient’s privacy. The succeeding sections are dedicated to discus
how these privacy concerns can be managed. However, before moving to this discus-
sion it is important to establish common nomenclature and to explain how previous
work has considered the matter. This is presented in this section.

Protecting privacy means that sensitive information must not be leaked to unautho-
rised or untrusted parties. However, it is not always trivial to determine what parties
can be assumed to be trustworthy. As discussed in section 2.7.1 some studies have
assumed that the server can be trusted whereas other have not. It is a subjective, ap-
plication and incentive dependent question that requires careful consideration since
if the wrong assumption is made that might leave the system vulnerable to attacks.

Besides that one has to establish if a trusted aggregator exists, there are a number
of additional questions to be answered. Firstly, since the FL training involves IP
networks one must establish if the communication channel can be assumed to be
secured or not [40]. If the application is such that the latter is true then one has
to employ protection against this, such as encryption or secure hardware solutions.
See section 2.8 and 2.9 for a detailed discussion on this. However, if the application
happens to be in a scenario where the channels are perfectly safe the this extra step
can be disregarded.

The second decision that must be made is how much the different parties can be
trusted. In the most naive setting where everyone is assumed to be perfectly trust-
worthy, then no privacy concern would exist except from third parties. This assump-
tion thus only requires the designer to make sure that the system is secure against
third party breaches. However, in most scenarios such a perfect trust is unlikely to
be reality [131, 38]. Instead, the most common assumption is the honest-but-curious
setting [39, 36, 50, 83, 1, 34]. In this scenario it is assumed that all collaborating
parties will obey to the common rules that are laid out, thus not actively cheat-
ing. However, at the same time they are curious in the sense that they will try
to maximise the amount of information they can extract from every situation [36].
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Importantly, this implies that if the protocol accidentally leaks any unintended in-
formation then the parties will not hesitate to use this even if it happens to be
sensitive and private data. Under this assumption the system must not only be
protected from third parties, but it must also make sure that the common protocol
is bullet proof from a privacy preservation standpoint.

However, there are those that claim that even this loosened honest-but-curious as-
sumption on trust is too naive [50, 45]. These authors instead claim that the only
valid assumption is to assume that no trust at all exist between any parties. In this
extreme case, the risk of actively malicious clients is considered to exist [36]. This
forces the system to have an additional level of security that ensure that no sensitive
information what so ever leaves the client, neither via the common communication
protocol nor arbitrarily aggressive attacks. This extremely restrictive assumption
is rare in practice, but some researchers still use it. For example, a study by [45]
assumes that the data is so sensitive that it is not allowed to either share it, nor
train a joint model on it. In such a scenario FL is not possible, instead they were
limited to only perform hyper parameter sharing across clients using a model called
Restrictive Federated Model Selection (REMS).

The final decision to make is concerning if the collaborating parties can be assumed
to be non-colluding or not, with the former being the most common [34]. If they
can, the the protection mechanisms can be slightly relaxed. However, if the threat
of colluding parties is considerable then one has to make sure that privacy can not
be breached even if an arbitrary number of clients share all their knowledge about
the party that they wish to attack. This of course significantly more difficult.

From this discussion it is clear to see that the number of precautions that have
to be designed grows exponentially as the assumptions become less and less naive.
Conversely this means that if the designer is too restrictive in these assumptions
- considering threats that are not plausible - this causes significant unnecessary
overhead in the development. This motivates why it is so important to start the
design by carefully considering what threat scenarios are relevant to the current
application.

2.8 Federated Learning has to be protected from
a number of privacy threats

Whenever dealing with medical data, which is highly privacy sensitive [21, 54, 57,
33, 56, 32, 58, 34, 55], it is crucial to consider what potential threats exist that
might compromise patient’s integrity. This section is devoted to providing a detailed
description of what these risks are. It turns out that the bare bone FL design is
susceptible to a number of fallacies with regards to privacy [45]. The next section,
2.9, naturally follows by discussing what techniques can be employed to protect the
FL system from these threats.

The first issue concerns that multiple studies have shown that traditional anonymisa-
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tion of data is not sufficient, as attackers are still able to extract private information.
This is discussed further in section 2.8.1. The second threat debunks one of the com-
mon arguments in favour of Federated Learning, namely that it is safe because it
only involves sharing model updates which are ephemeral [85, 71, 133]. Although
FL is more secure than conventional ML because data is not shared [85, 71, 133], it
turns out that a plethora of studies have shown that it is indeed possible to extract
significant information on the underlying data by cleverly analysing the model up-
dates. This is discussed further in section 2.8.2. Lastly, it is described that the FL
system is severely vulnerable if any party - internal or external - decides to break
the honest-but-curios assumption. This is discussed in section 2.8.3.

Another threat is related to the fact that FL by design is decentralised. This means
that the system is vulnerable to adversarial third party agents that intercept the
communication between clients and servers [52, 34, 38, 40] in so called man-in-the-
middle (MITM) attacks [86], see Figure 2.1. As discussed in section 2.9 this suggests
the use of different encryption techniques, see Figure 2.4. A final and related privacy
concern is relevant in the most extreme sensitive cases where the identity of clients
and servers can not even be known to each other during communication [38]. This
scenario is beyond the scope of this study but suggested solutions include using
Blockchain techniques [36, 131] or the Tor and Onion protocol [38].

MAN-IN-THE-MIDDLE ATTACK

——]

Figure 2.1: Federated Learning and all other decentralised systems is naturally
vulnerable to Man-In-The-Middle attacks in which an attacker intercepts data be-
tween participants.

2.8.1 The death of anonymisation

The naive and traditionally most employed method to ensure the privacy of individ-
uals is to manually anonymise all data before providing it to the data scientist [134].
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However, there are significant drawbacks to such an approach [71, 47]. Firstly, it
is time consuming and prone to human error. Secondly, it is difficult to know be-
fore hand what features must be anonymised. The latter might seem trivial, but as
proven by [135, 136, 137, 23, 55, 85| it is far from easy due to the large amount of sec-
ondary public data that is available. In [135] they prove that it is possible to identify
individuals in the famous Netflix data set, even though it is anonymised, with the
help of publicly available data that is correlated to the Netflix data set. Simply put,
research has found that conventional anonymisation is insufficient in today’s big data
world due to the presence of correlated external data sets [135, 136, 137, 23, 55, 85],
see Figure 2.2 for an illustration. It is thus necessary to rely on other techniques.
This is discussed at length in section 2.9.

ANONYMISATION IS INSUFFICIENT

|7

P
— C TR .

o

Gougle

(')
BaidEE @&

Figure 2.2: Several studies have shown that it is possible to infer private infor-
mation from anonymised data by analysing its correlation with publicly available
secondary data. Due to the abundance of big data in the modern society anonymi-
sation in itself thus fails to provide sufficient security guarantees.

2.8.2 Federated Learning does not share raw data but in-
formation is still leaked in the model updates

A commonly used argument for Federated Learning is that it is more secure be-
cause only model updates are shared [54, 57, 33, 58, 32, 52, 40, 85]. However,
several studies have shown that these model updates actually also contain signif-
icant amounts of compromising information on individuals on the training data
[131, 40, 52, 50, 54, 38, 34, 1, 58, 56, 23, 83, 138, 35]. These studies prove that
the previous belief that privacy is protected if the raw data is not shared, is simple
not true [58]. The initial study that revealed this fallacy showed that it is possible
to reconstruct a recognisable face from the input data by just having access to the

45



2. Theoretical Framework

final model in a facial recognition system [56]. Their attack worked by rendering
the image that maximised the a priori probability of the model output. Further-
more, they showed that the technique was also able to reconstruct the original faces
from blurry, or only partial, images [56]. Since the initial proof by [56], more so-
phisticated model attacks have been developed that pose even stronger threats by
revealing more detailed information on individuals [1]. An instructive illustration
of just how good the reconstructed images can be is shown in Figure 2.3. These
particular results are from the study by [1] and they very clearly show how much
information is actually leaked from the model.

Original Image

Reconstructed |

(passive)

Reconstructed
(active)

Figure 2.3: Several studies have successfully been able to show that a malicious
adversary can reconstruct the original images in a data set by simply analysing the
model, thus proving that models themselves leak sensitive information. This implies
that Federated Learning requires additional levels of protection to be fully secure.
The illustrated results are from [1]. A passive attack means that the adversary is
playing by the rules, in the sense that it does not meddle with the training process at
all. The adversary only uses information that the others are willingly giving up by
sharing their model updates. The reconstructed images in this scenario represents
the intrinsic information leakage in bare bone Federated Learning. An active attack
on the other hand is even more severe, but this requires that the adversary is actively
trying to break the system. This scenario discussed in section 2.8.3.

Another study showed that it is possible to completely recover, pixel by pixel, the
original image from observing the shared gradient even in the case of very complex
training images [58]. Other studies have shown similar results using GAN’s [34, 2]
or model inversion attacks [38]. Even more disturbingly, another study showed that
it is possible to infer information from the original images that goes beyond the
learning objective of the model. They exemplified it by showing that with a model
originally trained to identify the gender and ethnicity, based on a face, their attack
could accurately reveal if the person was wearing glasses or not - even after that
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several models had been aggregated [83].

The described model attacks simulate the threat posed if either the server [1] or any
of the clients [58] decide to pursue a malicious goal. Further, several attacks work
without the adversary having any prior information at all on the data, model or
application [58,; 138] meaning that the system is susceptible to third party attacks
as well. This makes it important to make a distinction between what is referred to
as a black boxr or a white box attack. The former means that the adversary only
has access to the output of the model whereas the latter is more severe because it
means that the attackers has full access to everything about the model - architecture,
parameters, intermediate outputs etc. [138, 56]. It has been shown that several of
the attacks work in both scenarios [138, 56], but that the risk is amplified in the
white box scenario which is problematic since the conventional FL setting provides
white box access to even third party interceptions [138].

A comprehensive study by [138] examined the accuracy of their membership attack
- meaning that they wanted to infer if an image was or was not part of the training
data - in both settings. Their analysis used CIFAR-~100 and the current state-of-the-
art model, DenseNet, in an FL setting using FedAvg. They showed that a passively
malicious server could perform the attack with 79% accuracy, whereas a client did
it with 72% accuracy. As discussed more in depth in section 2.8.3, the threat is
amplified if the adversaries are actively malignant. In that scenario the accuracies
increases to 87% and 77% respectively [138]. Lastly, they showed that the attack
even worked if the model was pre-trained on another data set and only fine tuned on
the target data [138]. This attack quantitatively describes how naive the traditional
view is on that sharing model updates is safe. What is even worse is that several of
the attacks were shown to work completely invisible to the other parties, meaning
that it is impossible to realise when the threat is a reality [1, 138].

A detailed discussion about how to protect against these kinds of attacks is provided
in section 2.9, however it is relevant to briefly discussed it here as well. Firstly,
model leakage is naturally proportional to the number of parameters in the model
meaning that complex models are more susceptible [138]. Further, an overfitted
model leaks more information, meaning that regularisation and running fewer epochs
provide more protection [138]. Further, leakage is naturally more severe the more
homogeneous the data set is since the reversion is statistically less difficult to perform
[83]. The results by [138] also illuminates the risk associated with centralising too
much power to the server, which is why some studies have started to look into
Blockchain solutions [36, 38, 131]. Another common technique that has been proven
to mitigate the leakage is Differential Privacy [23, 34], discussed in section 2.10.

2.8.3 Actively malicious agents enhance the threat level

In the previous discussion it was described that the model updates themselves con-
tain compromising information that any party can leverage, without breaching the
honest-but-curious scenario. This setting, referred as a passive, means that parties
follow all protocols during training, but they do not hesitate to do any model leak-
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age attacks on the final model to extract more information [36]. However, if this
honesty assumption fails to hold several studies have shown that even more severe
privacy deficits are exposed [34, 131, 72, 38, 84, 126, 138, 83, 1, 50, 36]. This fact
is illustrated by Figure 2.3 which shows that an active adversary can reconstruct
images that are even closer to the original, unseen data. This setting, referred to as
no-trust, is especially dangerous if the server is compromised because it has access
to the most amount of information [36]. Similarly, the threat posed by clients that
possess a larger proportion of the training data is also enhanced [138].

Studies have suggested two types of active so called backdoor attacks that both reveal
substantial private information on individuals: data poisoning attacks [83, 84] and
model poisoning attacks [34, 131, 72, 38, 126]. In the former the attacker purposely
feed the model with deceiving data during training, thus biasing it towards some
malicious goal to extract information [83, 84]. The latter is more severe and means
that the attacker purposely sends deceiving model updates, thus allowing for more
tailor-made outcomes. One type of model poisoning attack was proposed by [1] to
simulate a scenario where the server is compromised. They showed that by purposely
isolating a client, in the sense that it and it alone was part of the training rounds,
they could create a highly biased model that leaked even more information on the
target client than discussed in section 2.8.2.

Two other studies by [72, 126] provide even more powerful model poisoning attacks.
They show that it is possible to virtually replace the entire global model with their
own model by analysing the aggregation scheme and reversing it. This statement is
worth pondering for a second, since it means that even though potentially millions of
clients are part of the FL training the entire outcome can be decided by a single actor
[83] [72, 126] further show that this allows for an attacker to replace the originally
intended model with one that is designed to purposely misclassify selected images.
To make matters worse this attack was 100% successful even though only one client
was adversarial and it was completely invisible to all other parties in the study by
[126]. In the brain tumour CAD application this has devastating consequences, since
an attacker for example can make the model purposely classify all tumour patients
as healthy.

These attacks make it clear to see why the no-trust setting presents a major threat.
The fact that several of them [138, 126, 1] are invisible to the other parties and that
model aggregation provides some anonymity to the adversarial client [72] makes
matter even worse. Even though the attacks are discussed to be more difficult
on highly non-IID data [126], there are still significant arguments to add layers of
protection against these active adversaries. One such proposition is using forms of
encryption [1]. This and more tools are discussed in the next section.
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2.9 Ensuring privacy

2.9.1 How much privacy is enough privacy?

Federated Learning provides much more privacy than conventional Machine Learn-
ing due to that the raw data is not shared [54, 57, 33, 58, 32, 52, 40, 85] and that
privacy risks are ephemeral [85, 71, 133], making it the State-of-the-Art privacy
mechanism [131]. However, as seen in the previous section there are still significant
threats that must be considered before FL can be fully used in a clinical setting.
With that said, the extent to which different sources are concerned about these
additional security threats differs significantly. It ranges from those that does not
consider any extra privacy mechanisms at all [60, 85, 71, 61] to those that claim
that FL must be considered a system that by design has to be protected against
arbitrarily malicious behaviour [72]. The need for privacy is of course application
dependant, but it is clear that the young research field requires more work to find
common ground. The application considered in this study however is one of the most
privacy sensitive [21, 54, 57, 33, 56, 32, 58, 34, 55|, which motivates a discussion on
how to prevent patient integrity breaches.

The intrinsic contradiction between privacy and ML is that models are ultimately
designed to extract information about the data [55, 83]. This means that if privacy
restrictions are looser, meaning that the model has more information to leverage,
performance tend to increased [38, 127, 72, 57, 54, 40]. Hospitals must thus carefully
consider the inherent trade-off of performance and risk. This makes for a difficult
task because there is currently no theoretical, quantitative description of this trade
off [54]. The pragmatic approach then becomes to carefully make sure that no excess
privacy restrictions are imposed [36]. Unfortunately, it has proven complicated to
determine what is enough protection. This can be exemplified by that historically
it was thought that data anonymisation is sufficient, which several studies has de-
bunked [135, 136, 137, 135, 23, 55, 85]. Next, professionals thought that sharing
models or gradients was secure but that has since then, as previously discussed, also
been overturned [131, 40, 52, 54, 50, 38, 34, 1, 58, 56, 83, 23, 138]. This raises the
concern that today’s privacy mechanisms might be disproven in the future.

An additional abstraction of the concept of privacy relates to what assumptions on
the system can be made, based on the threat scenario. As discussed in a previous
section different authors assume either no trust at all between parties [45, 38, 131]
or that all parties are honest-but-curious [39, 36, 50, 83, 1, 34, 34, 85]. The former
setting requires what is defined as local privacy, in the sense that no sensitive infor-
mation at all can leave the site [36]. The latter, more common setting, is defined
as global privacy and only requires that data is protected against third party ad-
versaries [36]. Furthermore, one could imagine a scenario where privacy concern is
heterogeneous across parties, such as if they are geographically located in regions
with different privacy legislation [36]. This scenario has not received a lot of at-
tention yet and has proven difficult to implement [36]. Which setting is the most
realistic for the hospital case is debated and boils down to if different institutions
trust each other [32]. The majority of studies have considered that global privacy
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is sufficient, but there are those that claim that it is unrealistic that hospitals could
share that kind of trust [38]. Again, it becomes an application dependant decision,
partially decided by current relevant legislation.

2.9.2 Common techniques to protect integrity in FL

Even if the level of required privacy is still under debate, the fact that some ad-
ditional layer of protection to the baseline FL framework is required is commonly
agreed upon [127, 57, 54, 39, 40]. Several different approaches to achieve this has
been proposed. The most commonly used method is a technique called Differential
Privacy (DP), advocated by [45, 84, 34, 52, 138, 127, 60, 1, 57, 54, 50, 83, 40, 131, 36].
This technique is used to make individual patients invisible in the sense that the
model does not reveal if the patient was part of training or not, a concept termed
membership inference [83]. DP is discussed at length in section 2.10. However, it
does not provide any protection against malicious parties, which brings us to the
the second most common technique: Secure Multiparty Computation (SMC), advo-
cated by [84, 52, 34, 38, 72, 58, 60, 57, 50]. This is a tool that is designed to deal
with a scenario where parties do not blindly trust each other by obfuscating their
contributions to the global model. SMC will be discussed in section 2.11. In order
to protect the system against both threats, most studies argue that both techniques
must be employed to provide complementary protection [127, 57, 54, 39, 40]. This
constitutes the current state-of-the-art method [40].

There are multiple methods to perform SMC. The two most commonly occurring
techniques use either Homomorphic Encryption (HE), advocated by [40, 34, 58, 57,
54, 50, 36, 39], or Shamir’s secret sharing, advocated by [131, 36, 54, 1, 57]. These
are discussed in section 2.11.1 and 2.11.2 respectively. They have their own pros and
cons and different authors claim that one is better than the other, but the jury is still
out. An argument against HE brought up by the advocates of Shamir’s secret sharing
[57, 1] is that it does not protect the system against malicious clients, since they must
all share the same encryption key. They thus argue that it only protects against a
malicious server. On the other hand HE is promoted by [58, 40, 39] who claim that
it is more secure since the encryption protects against third party adversaries. This
makes the combination of DP and HE the state-of-the-art, according to [40], since
the threat posed by third party attackers is more severe than from other clients. In
the case of the hospital case, this seems to be a reasonable assumption. Lastly, in
an application with very high privacy concerns it is possible to leverage all three
methods to get even stronger protection [36].

Although DP and SMC collectively ensures relatively good protection against ma-
licious behaviour from other parties [36], there are still downsides and fallacies. A
few critics of DP claim that it can only provide sufficient protection if it trades off
significant performance [72], to be discussed in section 2.10. A less disputed claim
is that SMC provides protection against data related attacks, but not model poi-
soning [72]. Further, fact is that both HE and Shamir’s secret sharing incur large
communication overhead [34, 57, 40, 84], making them infeasible in several settings
where network is a bottleneck [38]. Another study claims that it is infeasible if the
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number of clients exceed 100 [84]. These arguments have lead to the proposal of
a plethora of other privacy preserving techniques that are either complementary or
substitutions to DP and SMC.

The most common complementary technique, and perhaps most obvious, is to en-
crypt all communication between parties and to enforce an authentication protocol,
see Figure 2.4. Commonly [34, 38] AES [139] is used for channel encryption and
SHA-256 [140] for authentication. This protects the FL system from MITM, model-
and data poisoning attacks [84, 34, 38]. However it does not protect against mali-
cious servers, see Figure 2.5, which is why it should be complemented with other
techniques. Another solution is to used specialised secure hardware, but this is too
expensive and impractical in most applications [38]. Recent advances are experi-
menting with training and inferencing on completely encrypted models [34, 39, 30],
such as DeepSecure or Microsoft’s CryptoNets [39, 141]. However, this incurs sig-
nificant computational overhead [34, 39] and it is in a early development stage and
has yet to show good performance [39]. Another intriguing method is the use of
Blockchain technologies proposed by [36, 38, 131], with the upside that parties are
completely invisible to each other. However, this is also a premature technology
that requires more research to be feasible.

CHANNEL ENCRYPTION

Figure 2.4: Channel encryption protects a system from third parties, such as the
Man-In-The-Middle attack illustrated in Figure 2.1.
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Figure 2.5: If the server is compromised, or actively acts maliciously, the threat
level increases significantly since it has access to information from all clients. In
such a scenario simple channel encryption, illustrated in Figure 2.4, does not suffice
since the attacker has access to the encryption key. This implies that it is necessary
to employ more sophisticated privacy mechanisms such as SMC or DP, see section
2.9 for an in-depth discussion.

Three final notes of caution on model aggregation. Firstly, although aggregation is
necessary to protect the local data by making the individual party more anonymous
[138, 72], it presents a contradictory threat as well. The fact that the client becomes
more anonymous actually makes it harder to identify where malicious activity orig-
inates from [72]. The same argument highlights a deficit in a Blockchain system.
Secondly, the only thing being shared in FL is the model updates [85, 71, 133]. This
means that the privacy risk is directly proportional to the number of parameters in
the model, meaning that a more complex model poses a greater risk [138]. This is
further amplified by the fact that an overfitted model leaks more information than
a generalised [138]. This motivates the use of the least complex model necessary.
Consequently, in order to mitigate overfitting, the leakage can be decreased by in-
creasing the batch size [58], input size [58] and decreasing the number of training
epochs [138]. Surprisingly, dropout has not been shown to influence the leakage [83].
Furthermore, the privacy protection is naturally increased if the number of clients
increase [131, 83, 138]. Lastly, another means of decreasing the effective model di-
mension that is sometimes used is model pruning [58] or model clipping [138] but
these are less common and will not be considered further in this study.

2.10 Differential Privacy

Differential Privacy is as discussed the most common technique to provide privacy
protection in Federated Learning. Intuitively, differential privacy can be though of
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as the technique of adding noise as a way to obfuscate details. Figure 2.6 provides
a visual intuition of the concept. In this section it is mathematically defined and it
is described how it can be used in practice.

The intuition behind differentially private models
‘\

12619.1%

0.5% 0.1%

0.5 1 15 2 2.5 3

Figure 2.6: Differentially private models attempt to overcome the issue illustrated
in Figure 2.3, namely that plain text models leak sensitive information. The idea is
to protect sensitive details by obfuscating it in properly tuned noise.

2.10.1 Definition of Differential Privacy

There are two commonly used definitions of Differential Privacy that are used in the
academia [23, 127]. The initial definition, referred to as e-DP, was first proposed by
[134] and has since then been quoted by several studies [23, 127, 34]. The second
definition, referred to as €, d-DP, is a strict extension to the initial version and was
first proposed by [142] and has since then been quoted by [40, 23, 127, 143, 144, 55].
The latter is the "the gold standard of privacy" [55] and will thus be the focus of
this study.

Differential Privacy provides privacy guarantees on a stochastic algorithm A. It is
related to the concept of neighbouring data sets D and D’ which is defined as any
two sets that differ in at most one element. The algorithm A is said to be €,-DP if
it satisfies equation 2.10 for all D and D’ [142, 40, 23, 127, 143, 144, 55].

Pr[A(D’) = 8] < e“Pr[A(D) = S| + 0 (2.10)

In the setting of FL the algorithm A refers to the model, trained on the two neigh-
bouring data sets D and D’. The definition thus states that the probability distribu-
tion describing the possible converged states of the model does not differ significantly.
The deviation is quantified by e. Plainly this means that if a model is €,-DP then
an attacker who got its hands on the final model can not determine if it was trained
on D or D’. More precisely, the attacker can not guess it without having at least a
11%2 % chance of being wrong [127]. Thus if a model has € = 0 then it is completely
impossible for an attacker to determine which data set was used for training. Impor-
tantly this means that the individual who was not part of one of the neighbouring
data sets is completely invisible to the attack, thus having perfect privacy protection
[134]. Thus, by designing the FL. model to have a low e-DP patient integrity can be
secured.
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The description so far has not considered the second parameter, . This is the
original e-DP definition provided by [134]. The extension ¢, 6-DP used in this study
simply means that the probability distributions in 2.10 are allowed to deviate more
than prescribed by the e-parameter with a small probability § [142]. This extension
was introduced to provide additional flexibility and performance gains, at a small
0 cost. Common practice is to allow § < %, where N is the number of clients used
for training [23, 55]. Similar rules of thumb are provided for appropriate levels of
€, but this is more disputed because it is hard to intuitively gauge what certain €, §
levels actually mean in terms of privacy in practice [38]. One author argue that e
should range between 0.1 and 3, depending on the sensitive nature of the data [145].
Medical data would thus fall in the lower end of this spectrum. Another claim that
e ~ 1 correlates to "very strong privacy" [55]. A less conservative third study allows
€ to be as high as 8 [143]. Even if the academia is in a slight disagreement, the
order of magnitude is unison and can serve as a rule of thumb. Further, the socially
acceptable level depends on the perceived risk of an attack occurring. In a small
scale decentralised system where there is more control and all clients share the same
objective, meaning that there is limited incentive for any insider party to attack the
system, this risk is lower meaning that a higher e can be allowed [145]. Tt seems
reasonable to assume that the considered hospital setting fall into this category,
assuming that the model is protected from third party attacks using encryption. In
general it is valid to allow higher € levels if multiple layers of protection are used
such as SMC or channel encryption [127].

It should be noted that Differential Privacy does not equal absolute privacy. It
has been shown that if the data set is sufficiently rich, these DP techniques are
not sufficient to provide full integrity protection. However, the current general
consensus is that the social gain from using the data out weights the limited, but
existing, privacy risk [145]. This statement is further supported by the wide use of
DP in academic studies, already discussed. Furthermore, this reason is why most
authors propose that several layers of protection are used, such as SMC.

2.10.1.1 Definition of L1 Sensitivity

A closely related concept in the Differential Privacy domain is the L1 Sensitivity.
This quantity will be used in the next section to quantitatively determine how much
privacy an algorithm provides [40, 23, 34], which motivates the need to properly
define it. Given an algorithm A the L1 Sensitivity, AA, is defined in equation 2.11
(134, 145, 142, 143, 34].

AA = max |A(D) - A(D) (2.11)

where D and D’ are all neighbouring data sets. The definition states that the
sensitivity of an algorithm is the largest difference in output that can be achieved
by removing or adding a single entry from a data set, thus quantifying the maximum
impact an individual can have on the result.

o4



2. Theoretical Framework

2.10.2 Implementing a Differentially Private model

Having established that FL models should also consider Differential Privacy this
raises the question of how that is analytically determined and practically imple-
mented. The goal is thus to modify the model M(D) to be €,§-DP. The common
approach is to simply add zero centred random noise, thus creating M’(D) = M(D)
+ noise [35, 143, 144]. The intuition behind said method is that the underlying
data set D is masked by noise, thus making it difficult to reveal any individual data
points. Empirical proof of this statement is illustrated in Figure 2.7 which shows
that a DP-model leaks less information than its non-DP counterparty. The question
that remains is what kind of noise, and how much, must be added to achieve the
sought after e-DP. Further it must be determined if the noise should be added at
the client or at the server. Once those questions are answered it is possible to create
a differentially private federated learning system, as illustrated in Figure 2.8.

Original Image Reconstructed (no DP) Reconstructed (with DP)

Figure 2.7: The illustrated results are from a study by [2] and they show that
differentially private models leak less information. Notably in the illustrated example
is that adding DP makes the attacker unaware of whether the subject is wearing
glasses or not, which might be considered sensitive information. However, differential
privacy does not equal absolute privacy as seen from the de facto reconstructed
image even with DP. This implies that additional layers of complementary privacy
mechanisms are necessary to achieve full protection.

Firstly, concerning the type of noise. The most commonly used method is to add
Gaussian noise [127, 55, 40, 57, 54, 72, 50, 58|, with Laplacian noise coming in on
second place [40, 34, 57, 58]. One author further proposes the use of Binomial noise
[57]. One argument to why Gaussian noise is preferred is that it is less fat-tailed
than the Laplacian distribution, meaning that it perturbs the original model less
causing it to converge faster [55]. This precedence was shown to be amplified if the
number of classes was increased [55]. Another study claims that the type of noise
is irrelevant and that the amount of noise is the determining factor [58]. Again,
no clear consensus can be reached but this study will follow the majority and use
Gaussian noise. It should be mentioned that more experimental studies are trying
more advanced methods [127], but they have yet to be properly proven to be superior
and are thus not considered in this study.
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Figure 2.8: By adding carefully calibrated amounts of noise to the local model
updates before sending them to the server for aggregation it is possible to create
a differentially private federated learning scenario. Importantly this means that
the system is protected, in a differential sense, from even malicious behaviour by
the server. However, as illustrated in Figure 2.7, DP in itself does not equate full
protection and should be complemented by other privacy techniques.

The method of adding Gaussian noise in order to achieve DP is commonly referred to
as the Gaussian mechanism [143, 142]. Pioneering work by [134] started to quantify
how much noise must be added using the model’s L1 Sensitivity. It has been proven
that by adding Gaussian noise with o the model M achieves (¢, §)-DP if equation
2.12 hold [143, 40, 23]. Although it is non-trivial to appreciate the practical impact
of the mechanisms, some unifying underlying intuition for the Gaussian mechanism
can be derived from the inequalities. Firstly, a model with higher sensitivity requires
more noise in order to be DP. This is in line with the intuitive statement that if an
individual has a bigger impact on the final model, then more noise must be added to
obfuscate the individuals contribution. A second, simpler conclusion is that adding
noise with greater variance provides more protection of integrity.

2,/log 1.25/5
o _ 2ylosl25/ (2.12)

AM €

A practical concern is that the assurances provided by equation 2.12 requires that
the L1 sensitivity is bounded. In the FL setting this translates to that the model
updates sent from the client to the server must be bounded. The common approach
to achieve this is to perform model clipping, meaning that the L2 norm is bounded
by some constant C' [127, 38, 40, 57, 54, 143]. It should be noted that choosing C' too
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low degrades performance [82], whereas a C' that is too high fails to provide sufficient
privacy protection. A proposed choice of C' is to use the median norm of all model
updates [23]. The full common algorithm for the Gaussian mechanism is thus finally
to bound the model update and then add Gaussian noise [143, 127, 38, 40, 57, 54].

Introducing the Gaussian or Laplacian mechanism is commonly done locally at each
client before being sent to the server, thus providing client-level protection [127, 38,
40, 57, 54]. Another, less common and more relaxed approach is to aggregate all
local models at the server before using the Gaussian mechanism [23]. This second
approach assumes either a trusted server, or that other layers of protection such as
SMC is used. The gain however, is that less noise must be added to provide the
same level of DP [23]. A final notion concerns what is referred to as the privacy
amplification theorem which states that the DP level is improved if at each FL
training round only a subset of clients are randomly sampled with a probability q.
It can be proven that this diminishes the privacy leakage by a factor of ¢ [144, 55, 23].
The intuition is that the random sampling of the input adds a layer of difficulty of
inferring what input data was used.

However, the discussion so far and the assurances provided by equation 2.12 only
relate to a single pass of the data set [144, 142]. In the iterative Deep Learning
training this notion thus has to be extended to work for several epochs. A naive
corollary to the privacy guarantee provide for a single pass is that the leakage grows
linearly with each iteration [34, 144]. However, this fails to account for that each
iteration has diminishing leakage because the data has already been seen once before.
This insight has lead to that several tighter bounds have since then been proven. To
date the best bound is obtained by a method referred to as the Moments Accountant,

with which it can be shown that the total leakage after T epochs, using random client
sampling with probability ¢, satisfies O(eqv/T, 8 )-DP [55, 23, 143]

Having established how the Gaussian mechanism, it is important to consider the
trade offs associated with its usage. There is a fundamental trade-off between DP
and model performance because the increased noise makes convergence difficult [38,
127,72, 57, 54, 40, 36, 39, 58]. An application specific decision must thus be made on
what level of privacy is required and how much accuracy loss is acceptable [35, 143,
82]. In some studies it has been shown that in order to achieve acceptable levels of
privacy, excessive noise must be added that severely degrades performance [72, 58].
On a more positive note, several studies have shown that it is indeed possible to
achieve good results in both regards [23, 38, 143, 62]. Again, no consensus can be
reached but the wide usage of DP suggests that the more positive view is more
reasonable. With that said, it is important to keep in mind that no excess noise
beyond the required should be added.

The purpose of this study is not primarily to provide a detailed, quantitative under-
standing of the privacy leakage in the FL training. The exact derived bounds in this
section are thus not the main contribution. Rather, they will be used to provide an
intuitive rule of thumb on how different design choices impact the DP performance
of the model. For completeness, these will now be summarised. Firstly, privacy
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decays with increased model L1 bound and decreases as the root of the number of
training iterations. It is improved by adding more variance and increases linearly
with random sampling of clients.

2.11 Secure model aggregation using Secure Mul-
tiparty Computation techniques

As discussed in section 2.9, researchers have proposed a number of solutions to
ensure that the local model updates can be aggregated in a secure way, without
needing to rely on a trusted server or third party aggregator. The motivating idea is
that since the model updates themselves leak private information from the client’s
data, as discussed in section 2.8, it is preferable if the aggregation can be performed
in a way that does not reveal any of the individual model updates. This gives
rise to the extensive field of Secure Multiparty Computation (SMC), dedicated to
solving aggregation tasks in a private manner. The task is to aggregate data from
several sources, without any party learning anything more than the final aggregation
[84, 52, 34, 38, 72, 58, 60, 57, 50]. Importantly, this means that there is no need for
a trusted aggregator [141], see section 2.7.3.

In the field of Federated Learning there are mostly two different SMC techniques that
are used for this end: Homomorphic Encryption [40, 34, 58, 57, 54, 50, 36, 39] and
Shamir’s Secret Sharing [131, 36, 54, 1, 57]. This section is dedicated to explaining
these techniques. From the literature review is is clear that Homomorphic encryption
is a slightly more common technique than Shamir’s Secret Sharing, which is why it
will be the main focus. The secret sharing technique is only briefly touched upon,
for completeness of the discussion.

2.11.1 Homomorphic Encryption

An important distinction in the field of encryption is to differentiate between sym-
metric and asymmetric methods. In section 2.9 the encryption method termed AES
was mentioned as a tool for channel encryption [139]. This is a symmetric method,
meaning that both sides of the communication can encrypt and decrypt the mes-
sage. The reason behind this is because the encryption and decryption key are the
same and shared by both sides of the channel [139]. This is ideal for protection
against third party attackers, since they do not have the key. However, it is insuf-
ficient from a secure aggregation perspective, since the goal is that only the client
should be aware of what the model update is - not the server. This means that the
server can not be given the decryption key. However, the server must still be able
to perform the aggregation operation on the encrypted model update. This idea
of performing operations on encrypted data is solved by the homomorphic property
[146, 141, 39, 40].

The homomorphic property relates to a specific operation, for example addition or
multiplication. Given an operation ® an encryption algorithm is said to be ®-
homomorphic if the following holds. Given any two original messages o and 3 and
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their encrypted analogues o* and f*, we have that a ® § = Decrypt(a* @ *).
In short it means that the operation can be performed either on the encrypted or
the decrypted messages, the end results after final decryption is always the same
[146, 141, 39, 40]. This property means that the client can encrypt the message
and send it securely to the server. The server can then take all these encrypted
models, aggregate them while still encrypted, and send back the final model to each
client. The client can now decrypt the new generation model, knowing that the
entire process was secured both from snooping third parties and the server. The
entire process is depicted in Figure 2.9. Especially note that this means that AES
channel encryption is no longer needed.

FEDERATED LEARNING WITH HOMOMORPHIC ENCRYPTION

“F=F(

HOSPITAL

Figure 2.9: It is possible to create a federated learning system that is fully pro-
tected against malicious servers by using homomorphic encryption. This is an asym-
metric encryption technique in which only the clients have access to the key. Practi-
cally it works as follows. Clients encrypt the model updates before sending them to
the server. Thanks to the homomorphic property the server can still perform math-
ematical operations such as aggregation on the encrypted data. The still encrypted
new global model is then sent back to each client who decrypts it and continues the
process as usual. An important upside of HE compared to DP is that the former
does not in any way depreciate model performance, whereas excessive DP can cause
the model to diverge.

There are primarily two different homomorphic encryption algorithms that are used
in the literature. The most commonly quoted is Pallier encryption [141, 39, 40].
Another technique is LWE encryption [141]. Others use a threshold variant of Pallier
encryption which requires that t out of n clients must agree at each decryption stage,
which means that the protocol also protects against collusion between a subset of
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clients thus providing even greater protection [40]. However, at the end of the day
all of the HE protocols achieve the sought after protection, but with its own pros
and cons [141].

On an ending note, a general downside with using homomorphic encryption is that
it incurs computational overhead since it has to encrypt and decrypt all data, which
depending on the encryption protocol might be substantial. Perhaps more crucial
is that it increases the communication cost by a factor of 2-3, depending on the
protocol, thus making it impractical if network constraints are present [141].

2.11.2 Shamir’s Secret Sharing

Another way to solve the privacy issue with model aggregation is provided by [133].
Instead of encrypting the data sent from clients to the server, they rely on a tech-
nique called secure sharing. The proposed solutions is designed to be robust to the
inevitable case that one of the clients drops out during aggregation [133]. They use
Shamir’s t-out-of-n Secret Sharing, which means that each client splits its data into
n pieces. The data can only be constructed if a party has at least t of these pieces.
The algorithm works as follows, explained using an example where the data is a sin-
gle scalar for simplicity. Each client randomly defines a polynomial f of degree t-1,
such that f(0) is equal to the data. The client than send the tuple (i,(i)) to client
i, for all of the n clients. This means that only if at least t of these shared points
(i, f(i)) are known can we recreate the initial data since a polynomial of degree t-1
is uniquely determined by t points. We now note that the aggregate result that we
are interested in is the sum of each clients polynomial intersection with the y-axis.
If each of the clients now add all of the pieces that it got from the other clients,
thus effectively shifting the polynomial, and send the sum to the server then the
server can use these sums to recreate the aggregate polynomial and thus find the
true aggregate of the initial data points that we wanted to share. The algorithm
thus allows the server to calculate the aggregate, without any party knowing any of
the other parties’ local model [133].

If we compare the secret sharing technique to the homomorphic encryption technique
we realise that both of them leave the final outcome model unaffected. The latter,
however, requires all clients to share the same encryption key thus increasing the
attack surface. The secret sharing technique further requires that at least t clients
are compromised in order for privacy to leak. Further, the paper by [133] show that
they can implement the method in such a way that network cost is increased with
less than a factor of two, thus making it more communication efficient than the
homomorphic encryption schema. The conclusion is thus that both HE and secret
sharing protect the FL system against malicious servers, thus serving the sought
after purpose. Which one is better is application dependent and a matter of taste.
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Methods

This chapter presents the experimental setup used to answer the posed research ques-
tions. Firstly, a detailed description and discussion of the used data set is presented,
as well as the image processing techniques that have been used. The chapter then
moves on to present the local model before turning to discuss the federated setting.
After this the section naturally moves on to discuss the implemented privacy mech-
anisms. FEach of the local, federated and privacy sections of this chapter include
a detailed breakdown of the experimental approach that was used to analyse how
different parameters impact performance. Finally, the chapter is concluded with a
description of the hardware and software configuration.

3.1 Data management and image processing

3.2 Description of the used data set

The data used in this study was collected from six independent sources and contained
seven different tumours sub types, including all the most commonly occurring. These
were Meningioma, Neuroma, Pituitary Adenoma, Low and High Grade Glioma,
Metastases and a final seventh class referred to as ’Other’ that contained a mix of
all less commonly occurring tumours. The total extent of the data set was 3146
unique tumour patients, each represented by a 3D MRI volume and corresponding
ground truth segmentation mask. As discussed in the theoretical review the aim of
the study was to achieve good segmentation, not classification, which meant that
the objective was framed as a binary problem. The ground truth is thus a binary
mask where a 1 represent a tumourous pixel. Besides these positive cases another
540 cases of healthy patients were collected. These were not used during training,
instead they were later used as a way to evaluate the false positive rate of the model.
All in all the total extent of the data set was thus 3686 samples.

The majority of cases are from Veterans General Hospital in Taipei (VGHTPE).
Henceforth these cases are referred to as In-House. Roughly half of these cases
are annotated with premium quality since the annotation masks were intended to
guide the Gamma Knife treatment, which requires a mm precision. The other half
originate from a pathological database. The annotation quality for these cases are
adequate in general, but considerably less detailed than the Gamma Knife cases for
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natural reasons. The In-House data included cases of all seven different tumour sub
types. Since the goal of the study was to create a data set that emulates real world
conditions to the greatest extent possible, these In-House cases were complemented
with external, publicly available data sets. These were all downloaded and used with
permission and in accordance with the licensing agreements. All In-House cases were
collected with the patient’s permission.

Training data by class (2257 samples) Training data by source (2257 samples)
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Figure 3.1: The used data is collected from six different sources and contains seven
brain tumour sub types. The majority of the data is collected In-House at VGHTPE,
either from a Gamma Knife radiosurgery program data set or from a pathological
database. The rest of the data originates from different public databases. The
relative abundance of tumour sub types varies by orders of magnitude, with Menin-
giomas being the most common and Pituitary Adenomas being the least occurring.
The sub type referred to as 'Other’ is the union of all cases that do not belong in
either of the other six classes.

The largest such external data set is the already discussed BRaTS 2019 [147, 148,
149, 150, 151]. The BRaTS data contains a mix of High and Low Grade Glioma
cases. The second largest external set was collected from TCGA [152, 153, 148,
150, 151] and also included both High and Low Grade Gliomas. The third data set,
referred to as TCGA Vallieres [154, 153, 155], as well as the last data set, referred to
as BTP [3], only contained Low Grade Gliomas. Besides these three data sets there
is essentially only one more publicly available set for brain tumour segmentation,
namely [156]. This data set is the only external set that contains other cases than
Gliomas, which makes it especially valuable. However, it only contains 2D images
which means that it had to be excluded from this study.
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It is worth mentioning that integrating samples from this diverse set of sources is a
very tedious and time consuming work. The reason for this is that different sources
store data according to different protocols, provide annotations in various formats,
contain different feature spaces etc. Note that this is despite the mentioned fact
that hospitals world wide have largely agreed to follow the same DICOM standard
for data storage [31]. Even within the standard there is room for significant inter-
hospital variations. Hence, significant effort was put in to homogenise the full extent
of the data set in order to convert it into a general format which could be interpreted
by the model. However, the gain from performing this initial grunt work is that the
resulting data set is more varied and extensive which will lead to better chances of
building a more generalisable model.

The collected data was split into a training set, a validation set and a test set. An
average of 12 previous studies suggest a 65%, 9% and 26% split across those three
sets respectively [97, 99, 103, 112, 110, 87]. Based on this the used data was split
randomly and uniformly according to 70%, 10% and 20% respectively. The slightly
lower test proportion was motivated by the fact that an additional 540 healthy cases
were kept for final test evaluation as well. This meant that the training set contained
2257, the validation set 282 and the test set 607 tumour samples respectively. The
distribution by tumour sub type and data source in the training set is illustrated in
Figure 3.1. Note that the distribution by virtue of random sampling is similar for
the validation and test sets as well.

Sagittal Coronal

Figure 3.2: MRI scans of the brain is commonly performed in three different views.
This allows practitioners to analyse suspected tumours from several angles, which
simplifies diagnostics. Note the significant difference in visual appearance for the
same tumour in the three views, as indicated by the arrows. However, this study
only uses axial images for simplicity.

The study only considered a horizontal federated learning scenario, which meant
that the all samples had the same feature descriptions. Practically this meant that
only a sub set of the available MRI pulse sequences and views, see Figure 3.3 and
Figure 3.2 respectively, were used. More precisely the study only considered Axial
view images taken in the T1-weighted post contrast pulse sequence. The motivation
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behind choosing this specific sequence is that it is commonly used by practitioners,
since tumours show up bright and clear [17, 14]. A downside is that the so called
peritumoral edema in Gliomas show up less bright in this pulse sequence than in
for example T2-weighted of T2-FLAIR, as shown in 3.3. However, the choice is still
well motivated and adequate for the purpose of this study.

T2-FLAIR T2-weighted

T1 post contrast

T1-weighted

Figure 3.3: MRI scans of the brain are commonly performed in several different so
called pulse sequences. The four most common are T1-weighted, T1-weighted post
contrast, T2-weighted and FLAIR. The latter is an improved pulse sequence that is
specifically designed to suppress strong signals from fluids, thus making the tumour
more discernible. The effect of this is apparent by comparing the T2-FLAIR and T2-
weighted cases in this illustration. Different types of tissues, including tumourous
material, show up differently in each of the pulse sequences. This allows practi-
tioners to analyse suspected tumours from several complementary images, which
simplifies diagnostics. For example, peritumoral edema tend to show up brighter
in T2-weighted and T2-FLAIR, whereas it is barely visible in T1-weighted or T1-
weighted post contrast. Especially note the visual discrepancy in the perceived
tumour extent when analysing each of the pulse sequences on its own. However,
this study only uses T1-weighted post contrast images for simplicity which means
that the model has a significant disadvantage. Nevertheless it should be mentioned
that the entire tumour does appear in all pulse sequences, albeit not always to the
extent that the human eye can perceive it. Lastly, although the illustration only
shows T2-FLAIR it is also common to use T1-FLAIR.
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Having described the origin and extent of the data set, it is relevant to discuss the
matter of data quality and annotation ambiguity. As discussed in the theoretical
review, tumour annotation is far from trivial even for experienced doctors [19, 35].
This leads to a great deal of subjectivity and inter-rater disagreement. In fact it has
been shown that the overlapping annotation for Gliomas by two experienced medical
professionals is a meager 0.74-0.85 in terms of dice score [93, 61]. As a side note, an
important consequence of this is that human level performance can be considered
to be in the same ball park.

Ambiguous tumour definition for Gliomas
Whole tumour Necrotic areas

Figure 3.4: Glioma tumours can be divided into three subsections: necrotic areas,
enhancing areas and peritumoral edema. Different institutions use different defini-
tions of whether all or only some of these areas should be included in the tumour
annotation. This implies that the so called ground truth for a sample will differ
significantly depending on where the sample was collected from, leading to inter-
source heterogeneity. In this study the vast majority of cases follow the "Whole
Tumour’ definition. However, to emulate the real world ambiguity subsets of cases
that follow the other definitions are also included. See Figure 3.6 for an example of
this discrepancy.
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This fallacy can be understood by looking at Figure 3.4. The reality is that dif-
ferent doctors and institutions use different definitions concerning what constitutes
a tumour. Although this is especially true for Gliomas, some degree of ambiguity
exist for all tumour sub types. Since the goal of the data collection was to gather
a real world simulation, cases were included that follow different such definitions.
This leads to a great deal of heterogeneity and ambiguity, which makes the model
learning scenario significantly more difficult [36].

Before surgical intervention

After surgical intervention

Figure 3.5: Brain tumours have different visual characteristics before and after
surgery. Typically, the tumour boundary become more diffuse after the operation
which complicates accurate, and objective, annotation of the tumour extent. For this
reason a majority of public data sets, including the leading benchmark BRaTS, only
consider pre-surgery cases. Likewise the vast majority of cases in this study are also
pre-surgical. However, to emulate real world conditions a subset of post-operation
samples are also included from the data set referred to as BTP [3].
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Another source of ambiguity concerns the fact that the visual appearance of tumours
before and after surgery is very different [18], as illustrated in Figure 3.5. In general
the boundaries of post surgery tumours are less distinct, which increases the inter-
annotation difference since the diagnosis becomes less objective. For this reason
the people behind the leading benchmark data set BRaTS have decided to exclude
all post-surgery cases in the most recent versions to alleviate the learning objective
[87]. Similarly, the vast majority of cases in the data set used in this study were
also pre-operation. However, to emulate real world conditions a small subset of
post-operation patients were also included. They all originated from the data set
referred to as BTP [3].

Before finally moving on to discuss the experiments and models, it is instructive to
visually observe some representative cases from the data set. One such sample from
each of the six main sub types are illustrated in Figure 3.6. The images are after
the preprocessing described in section 3.3. Since the tumour sub type referred to as
’Other’ is not a homogeneous subset no good class representative can be chosen and it
is thus excluded from the Figure. However, to a layman the ’Other’ cases in general
visually look similar to cases from the other six classes. The cases in Figure 3.6
highlights several relevant points regarding the inter-class differences. For example
the Gliomas are generally larger with much less distinct boundaries, compared to
the other sub types that tend to be easier for a layman to identify. Furthermore,
the Metastases tend to be significantly smaller than all other sub types. It is also
the only sub type that patients tend to have multiple of, sometimes with as many
as 20 tumours, although on rare occasions patients can have multiple cases of other
sub types as well or potentially even a mix of different types. Furthermore, the
statement that Gliomas in general are larger and that Metastases are smaller is
supported by Figure 3.10.

Another important observation is that the Pituitary Adenomas by definition always
occur at the distinct location illustrated in Figure 3.6. On the same note Menin-
giomas by definition occur close to the Meninges, meaning that they are located
in between the brain and the inner surfaces of the skull. Similarly, the Neuromas
tend to be located at its own unique location and it usually shows up with a more
complex shape, as illustrated in Figure 3.6. The implication of all these observations
is that although the learning objective is a binary problem, each of the seven sub
types has its own unique traits. Importantly, this means that a model will behave
differently depending on which sub types it was trained on. This point is going to be
crucial in the federated setting, since each local model will be exposed to its unique
distribution of tumour sub types.

Finally, the representative cases in Figure 3.6 also highlight two important quality
deficits. The first one concerns the two Gliomas. In general these two sub types
visually look similar to a layman, however in this Figure they are very different.
This is a consequence of the annotation definition ambiguity discussed in Figure
3.4. The high grade Glioma has been annotated using the "Whole tumour’ protocol,
whereas the low grade case is only annotated for enhancing regions. This illustrates
the occurrence of large intra-class ambiguities in the used data set.
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High Grade Glioma Low Grade Glioma Neuroma

Meningioma Pituitary Adenoma Metastasis

Figure 3.6: Representative images for the six main tumour sub types used in the
study. The seventh class, referred to as 'Other’; is excluded since no good class
representative can be chosen due to the heterogeneity. The illustration highlight
several important class dependent characteristics. Firstly, it shows the the tumour
volume varies by orders of magnitude across sub types. Secondly, it illustrates that
Metastases is the sub type that most often tend to result in multiple lesions. Thirdly,
it presents that sub types tend to occur in distinct location. Pituitary Adenomas and
Neuromas by definition occur around the specific locations illustrated. Meningiomas
by definition occur in between the brain and the inner surfaces of the skull, connected
to the Meninges. On the other hand, both Gliomas and Metastases can show up
virtually anywhere. Finally, the images demonstrate the issue of annotation quality.
Firstly, the Meningioma case shows that a large abnormal region is not annotated.
This might either be because it is not actually a tumour, although it certainly
looks like it to a layman, or that the annotator has simply failed. Either way,
it poses a difficulty for the model learning scenario. Secondly, the low grade and
high grade Glioma annotations are vastly different although they in theory should
be very similar. This is because these specific cases are annotated using different
definitions, as discussed in Figure 3.4. This discrepancy exists for both high and
low grade Gliomas and is not class dependent.

The second quality deficit that Figure 3.6 reveals concerns the Meningioma case.
The image clearly shows a large abnormal region just above the tumour, but this
region has not been annotated by the medical professional. This illustrates that the
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so called ground truth in the used data does not have perfect recall but instead con-
tains significant imperfections. Although this is a relatively rare case, it accurately
emulates the real world scenario in which the occasional human error is prone to
exist. An adequate model must thus be robust to these imperfections.

3.3 Preprocessing standardises inputs and miti-
gates the class imbalance issue slightly

As discussed in the theoretical review preprocessing as a necessary initial step, since
the model requires all inputs to be drawn from at least approximately the same
distribution in order to ensure proper convergence and inference. The following
analysis and discussion concerns only the training data in order to prevent informa-
tion leakage to the validation and test sets, which would unfairly bias the evaluation
performance. Instead, whatever process is found to be best practice for the training
data is finally blindly applied to the two other sets as well.

As expected the raw training data did not exhibit the necessary IID properties, as
seen in Figure 3.7. Importantly the Figure reveals that there exists two drastically
different image storing protocols in the data set, in which the pixel values are spread
around different centres. Besides this absolute pixel shift the images also present
a large difference in standard deviation, or equivalently stated the pixel intensity
resolution varies by orders of magnitude. Both these issues implies that sample
normalisation is crucial, a conclusion that is in line with the recommendations from
previous studies.

Quantitative description of training data before normalisation

Distibution of pixel mean Distibution of pixel standard deviation
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Figure 3.7: The original samples have very different pixel distributions. The
two large peaks in the left hand image suggest that two different image protocols
are present, in which the pixel values are shifted significantly. Furthermore, the
pixel resolution varies by orders or magnitude across samples, as seen by the large
difference in standard deviations in the right hand image. The consequence of this
heterogeneity is that normalisation is a necessary preprocessing step.
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The resulting distribution after sample wise normalisation is presented in Figure
3.8. It is evident that the normalisation, although it is relatively naive and simple
method, helps significantly to produce a more homogeneous data set. As discussed
in the theoretical section performance might be improved further if the outliers are
removed before normalisation. However, different authors propose different inter-
pretations of what constitutes an outlier. One paper proposes to clip the top and
bottom 0.2% [109] and another propose the more restrictive 1% [99]. By empiri-
cal evaluation this study finally chose to follow the latter convention. As seen in
Figure 3.8 this outlier cleaning indeed produced a tighter inter-sample spread. The
resulting distribution was considered satisfactory and adequate for the purpose of
this study which meant that the less commonly quoted usage of N4-ITK bias field
correction or Wiener filtering was disregarded. According to the empirical findings
of previous papers these additional mechanisms have a negligible effect.

Distribution of pixel span after normalisation
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Figure 3.8: After normalisation all samples have zero mean and unit variance by
definition, however pixel outliers might still exist. By clipping the pixel values at
the 1st and 99th percentile this issue is mitigated. Comparing this final distribution
to the original, illustrated in Figure 3.7, it is clear that the preprocessing produces
a much more homogeneous data set which simplifies the model learning scenario.

The preceding discussion handles inter-sample issues, however it is necessary to
consider statistical complications related to individual samples as well. As discussed
in the theoretical review one of the main difficulties in medical Al is the large
class imbalance. According to a study as much as 98.46% of the brain volume in
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tumour patients is healthy tissue [99] which leads to a skewed learning scenario. This
statement is supported by the findings concerning this data set as well, as illustrated
in Figure 3.10 and Figure 3.11. In an attempt to mitigate this another preprocessing
step was performed in which all edge slices of the brain volume that did not contain
any tumourous materia was discarded. As seen in Figure 3.9 this process provided
an immense 49.2% reduction of the imbalance problem. As an additional upside
this also reduces the memory consumption and computational expense significantly
which speeds up training. Note that this trimming process can only be performed
on training data, since it requires access to the ground truth.

Trimming preprocessing - Remaining depth
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Figure 3.9: The vast majority of the brain is naturally non-tumourous, as illus-
trated in Figure 3.10 and Figure 3.11, which leads to a severe class imbalance issue.
To mitigate this a preprocessing step was performed that removed all non-tumourous
edge slices. This process resulted in a significant 49.2% depth reduction on average.
Firstly this means that the magnitude of the class imbalance problem is cut in half,
but it also has the upside that it speeds up training significantly due to the lower
dimensionality.

It is worth analysing this class imbalance issue further before moving on to the final
preprocessing steps in order to gain instructive insights on the learning scenario at
hand. Even after the edge trimming the tumour volumes only occupy a tiny fraction
of the skull, see Figure 3.10. Besides, it is evident that this class imbalance issue is
note the same across tumour sub types. The box plot reveals that the magnitude of
the issue is orders of magnitude worse for some, such as Neuromas and Metastases.
This further enhances the non-1ID issue already discussed.
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Distribution of tumour volumes by class
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Figure 3.10: The binary class problem under consideration in this study is highly
unbalanced since the tumour volume is only a few percent of the full brain vol-
ume. Note that the illustrated distribution is after preprocessing, meaning that the
true imbalance that is present in the blind validation and test data is much more
severe. Furthermore, the box plot reveals that different tumour sub types exhibit
very different characteristics in terms of size. For example, the Glioma tumours are
significantly larger than Metastases or Neuromas. Besides this inter-class difference
there is also a large intra-class spread in this regard, especially for the Meningioma
class. This implies that the model must be able to properly handle tumours with
volumes that varies by orders of magnitude.

Furthermore, as shown in Figure 3.11b, even after trimming a significant proportion
of slices are entirely without tumours. Besides, the slices that do contain tumours
are still primarily made up of healthy tissue as illustrated by Figure 3.11a. In
fact the largest cross sectional tumour area of all the 3146 cases is no larger than
14%. Again, this imbalance will likely cause difficulties in terms of convergence.
However, there is a glass half full insight to be derived by comparing the two box
plots in Figure 3.10 and 3.11a. Since the class wise distributions are very similar this
suggests that the tumour depths are actually relatively independent of the tumour
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type. Consequently this specific factor does not further complicate the non-IID
issue, which is good news.
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(a) The tumour cross sections tend to be (b) Even after the depth trimming dis-
very small but proportionally larger than cussed in Figure 3.9 only 54% of the slices
in terms of volume, see Figure 3.10. contain any tumourous materia at all.

Figure 3.11: In general tumours tend to be small both in terms of cross sectional
area and volume. The latter is illustrated in Figure 3.10. The class wise distributions
of areas and volumes are very similar, which suggests that the tumour depth is not
highly correlated to the sub type. Furthermore, only half of the depth contain any
tumours at all. All these findings support the statement that the model learning
scenario is highly unbalanced, as expected.

Besides the statistical preprocessing already performed it is necessary to consider
practical issues as well. Firstly the used model, see Figure 3.18, requires that all im-
age dimensions are a multiple of 16. However, samples do not need to have the same
dimensions since the model i fully convolutional. For this reason all image depths
were padded to the nearest multiple of 16. Note that the images were normalised
before padding, in order to maintain the same intra-skull distribution. To avoid
edge artefacts the padded pixels were given the same intensity as the background,
namely the lowest value after normalisation. A final note concerning the previously
discussed edge slice trimming, see Figure 3.9, is that this process was performed
down to the smallest multiple of 16 and not further for this practical reason.

Finally the width and height dimensions had to be processed. However, due to
that the original data is very high dimensional, see Figure 3.12, padding was not the
answer. The reason for this as discussed in the theoretical section is simply that these
large volumes cause the GPU memory to overflow during training. Consequently
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the images must be down sampled. Due to differing resource capabilities different
researches uses a wide array of different widths and heights: 25 [96], 32 [96], 80
[92], 96 [92], 128 [109, 108], 144 [95], 160 [4, 98, 95], 192 [4, 98] and 224 [62].
Commonly the ones that propose the lower range use random patches, rather than
down sampling the entire image. However the general consensus is that the best
practice is to use the largest possible size that fits in memory. Furthermore, it
has been empirically found that it is better to increase the image size to the point
where a unitary batch size is used than the other way around [4]. Based on these
arguments this study finally decided to use three squared input sizes in the mid to
high portion of the proposed range, namely 96, 144 and 176. The latter was found
to be the largest multiple of 16 that did not cause memory overflow. After down
sampling this led to the creation of three different data sets. As will be discussed in
section 3.6 individual models were trained on the respective sets in order to evaluate
how the input size impacts performance.
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Figure 3.12: The original data is too high dimensional to fit in memory, with max-
imum dimensions of 640 by 576 by 128 pixels. Due to this the final preprocessing
step in this study was to down sample the width and height. Three different down
sampled, squared versions were created with dimension 96, 144 and 176 pixels re-
spectively. Note that the illustrated distribution is after the initial depth trimming
described in Figure 3.9.

3.4 Improved geometric and intensity invariance
is achieved using extensive augmentation

Another common denominator between previous studies is that the vast majority
advocate for the usage of data augmentation. Furthermore, one should perform both
geometric and intensity based augmentation in order to improve model invariance
to both phenomena. Relying on these empirical suggestions this study decided to
employ both methods. This section describes and illustrates the used techniques.
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In terms of geometric augmentation the most commonly quoted methods are mir-
roring and rotation. Some studies also suggests the use of cropping and up/down
sampling. However, in order to avoid excessive levels of augmentation - which as
discussed in the theoretical review degrades performance - it was decided to only
use the mirroring and rotation techniques. More precisely the study used both ver-
tical and horizontal mirroring, see the upper row of Figure 3.13. Different authors
propose a variety of rotation angles, ranging from just 1 degree [92] up to 45 degrees
[90] or even 90 degrees [108, 90, 95]. Since no general consensus exist and there
are no counter arguments laid out for why arbitrary rotations are not valid, this is
exactly what was decided for this study. More specifically it was decided to divide
the rotation mechanism into three separate transformations: 90 degrees clockwise,
counter clockwise or completely arbitrary rotations.

Original Upside down Mirrored

Figure 3.13: Visualisations of five of the six geometric augmentation techniques
used in this study as a way to increase the variability of the training data. Four
involve rotations and the fifth is a mirroring across the centre line. Besides these, a
sixth method is illustrated in Figure 3.14.
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As seen in Figure 3.13 all rotations and mirroring give rise to images that a hu-
man would be able to perform diagnostics on which suggests that it should pose
a learnable scenario for the model as well. Although rotation offsets of more than
a few percent is unlikely to occur in real life, meaning that such an invariance is
not strictly necessary, it still serves the purpose of artificially increasing the data
set which is motivation enough on its own. The same line of argument goes for the
vertical, upside down case as well.

Besides the rotations and mirroring advocated by previous studies it was decided
that it makes intuitive sense to introduce a novel augmentation technique which
reverses the depth, see Figure 3.14. This is the analogue of allowing the model to
view the brain from behind. Again this is motivated by the fact that a doctor would
be able to diagnose a patient in this view as well. Importantly this technique should,
in theory, make the model more robust to depth related heterogeneity. This is a very
important property in inter-hospital Al since different MRI scanners and settings
give rise to images of very different depth resolutions, as previously discussed.

Figure 3.14: The last geometric augmentation technique, besides the five illus-
trated in 3.13, is to reverse the depth such that the model views the brain from
behind.

All in all this gives rise to six geometric transformations. Besides these the study
also incorporated the most common intensity based methods. From the theoretical
review it is clear that the most common is to add Gaussian noise, thus providing
some robustness to minor pixel imperfections. See Figure 3.15 for a representative
illustration. It was empirically decided, based on visual appearance, to add zero-
centred noise with 0.5 standard deviation. Note that the normalised images all have
mean zero and unit standard deviation prior to augmentation.
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Criginal Gaussian Noise

Figure 3.15: Besides the geometric augmentation techniques illustrated in Figure
3.13 and Figure 3.14 the study also uses three different intensity augmentation
methods. The first one is to add random Gaussian noise, which hopefully makes
the model more robust to pixel intensity variations. The original data was standard
normal distributed and the added Gaussian noise was zero-centred with 0.5 standard
deviation. The other two methods are illustrated in Figure 3.16.

Intensity augmentations
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Figure 3.16: The last two intensity augmentation methods used in this study are
pixel shifting and scaling. The former makes the model robust to minor pixel offsets
and the latter provides increased ability to handle different pixel resolutions. For
maximum variability the offset and scaling was chosen at random, up to a predefined
threshold, for each samples during run time.

7



3. Methods

Lastly intensity shifting and scaling was implemented, see Figure 3.16. The moti-
vation behind these methods are to make the model less susceptible to the minor
inter-sample distribution differences that are still present even after preprocessing,
as discussed in Figure 3.8. Again, different authors propose different levels of both
shifting and scaling. For the absolute shift it ranges from 5% [89] to 10% [4, 98].
Concerning scaling some quote 5% [89], other 10% [4, 98] or even 20% [108]. Note
that both operations can be either in the positive or negative direction. By empirical
examination it was found that the used data set was actually robust to even larger
shifts, up to 30%, and similarly scaling up to 40%. See Table 3.1 for a break down
of used parameters.

Table 3.1: To investigate how different levels of augmentation impact performance
three different setups were proposed. These used increasingly aggressive augmenta-
tion by allowing greater pixel shifting, scaling and image rotations. The likelihood
that augmentation is applied to a samples was also increased. Note that the quoted
probability is for each of the two mechanisms, meaning that the chance that a sample
is not augmented at all is only 1 — P?. Furthermore, note that the scaling, shifting
and rotation can be performed in either positive or negative direction up until the
predefined level.

Reference Augmentation parameter
name Probability | Scaling Shifting Rotation
P (%) SC (%) SH (%) | ROT (deg)
Minor 50 20 10 25
Moderate 90 40 30 45
Aggressive 90 40 30 180

As discussed by several previous studies a good practice is to perform online random
augmentation, since this gives rise to a steady stream of slightly different cases which
prevents overfitting. For this reason the following approach was used for each sample.
First, by a given probability P geometric augmentation was applied. However for
this end only one of the six described methods were chosen at random. After this,
again with a probability P, one of the intensity based methods was chosen at random.
Consequently, given a parameter P it is a 1 — P? likelihood that no augmentation
at all is applied and P? chance that both types are used.

Besides the parameter P, three other parameters were also included: SH, SC and
ROT. SH is the absolute intensity shift, SC is the intensity scaling factor and ROT
is the rotation used in the arbitrary rotation method. More specifically these param-
eters were set as the maximum. Practically a value was chosen at random uniformly
in the range 1-SH to 1+SH, 1-SC to 14+SC and -ROT to +ROT for the three meth-
ods respectively each time it was applied. This introduces even more variability
which prevents overfitting.

The remaining question is what these four parameters should be. It was decided
to examine three different such settings to investigate how different levels of aug-
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mentation impact performance. The three different setups referred to as 'Minor’,
"Moderate” and "Aggressive’ levels of augmentation are presented in Table 3.1.

3.5 Naive postprocessing was introduced in an at-
tempt to remove noisy predictions

Postprocessing techniques

Ground truth Original prediction
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Figure 3.17: Two different types of simple postprocessing methods are examined
in this study: soft and hard thresholding. They work as follows. First, the model
predicts a value between 0 and 1 for each pixel that represented the likelihood that
said pixel is a tumour. The postprocessing then rejects all predictions below a
predefined threshold, the intuition being that low confidence predictions are likely
incorrect as exemplified by the illustration. The subtle difference between the soft
and hard thresholding is that the former keeps all remaining confidence values as is
whereas the hard threshold turns the predictions into a binary classification. This
difference is apparent by observing the two resulting heat maps in this illustration.
The figure illustrates a Meningioma patient.
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Preprocessing and augmentation are two methods that virtually all researchers use.
However, some advocate for postprocessing the model predictions as well. Although
the efficiency of this method is debatable, as discussed in the theoretical review,
some initial evaluations in this study actually provided evidence to support that it
would be useful. For this reason it was decided that the method would be included
anyway. However, since the gain was expected to be relatively limited it was decided
that the commonly advocated Conditional Random Field method was excessively
complicated. Quite frankly, no adequate theoretical evidence was found to support
that implementing this relatively complex technique would be worth the effort.

Instead of CRF a very simple and naive thresholding method was developed, as
illustrated in Figure 3.17. The intuitive idea is to disregard all low confidence
predictions, per pixel, since these are less likely to actually correspond to a true
positive. More specifically all predictions below a predefined threshold would be
considered as negative predictions. The hope is that such a postprocessing filter
should remove all noisy predictions in order to create cleaner predictions that are
easier to interpret. As the experiments will show this actually turned out to be true,
a fact that is also illustrated in Figure 3.17. Furthermore, two slightly different kinds
of postprocessing were used: hard and soft thresholding. The subtle difference is
that the hard threshold outputs a binary prediction, whereas the soft method keeps
the confidence score for all values above the threshold. The two methods are visually
explained in Figure 3.17.

3.6 Experiments and model description in the con-
ventional setting

According to the research presented in the preceding chapter the current state of the
art model from brain tumour segmentation is a 3D U-NET with ResNet blocks. It
should use the soft dice loss, Adam optimiser, drop out and either Instance or Group
Normalisation. However, there is evidence to support that Group Normalisation is
preferable in the specific case of Federated Learning since it is better at handling
the non-IID case [37]. Lastly, as discussed in section 3.3, a unitary batch size should
be used in favour of increased input dimension. Consequently the study has used
a model that is made up of all these components, see Figure 3.18. This specific
model backbone was used to win BRaTS 2018 [4] and finish fifth 2019 [5]. A series
of initial rough grid searches showed that the model works well with default Adam
parameters and a constant learning rate of 0.00001. No further tuning of these hyper
parameters were deemed necessary.

The model description provided above consists of all clear cut conclusion that can
be drawn from the theoretical review. Besides these there are some studies that
suggest that the use of L2 weight regularisation, Focal Loss and ensembling would
be beneficial as well. For completeness of argument it was decided to run experiments
to investigate this also. The more experimental suggestions such as incorporating
a VAE loss, a weighted loss, lesion priors or attention were disregarded due to a
lack of empirical evidence to support the effort. These together with the immature
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research areas of Curriculum Learning, Active Learning and Mixed Supervision are
left for intriguing future work. Lastly, as already concluded in the theoretical review,
no feasible solution for Transfer Learning is currently available for this application.
Consequently all models were trained from scratch.
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Figure 3.18: The study used this 3D ResNet U-Net model throughout for all
experiment, both in the centralised and federated setting. It is the current state-
of-the-art model architecture and this specific configuration won the BRaTS 2018
challenge [4] and finished fifth in 2019 [5]. The model takes a 3D brain volume as
input and outputs an identical volume, with a prediction between 0 and 1 for each
pixel that represented the likelihood that said pixel is a tumour. The model was
trained using the default Adam optimiser, 0.00001 learning rate without decay and
a soft dice loss. Experiments with a Focal loss and L2 weight loss on the kernels
were also investigated.

All in all 28 different model configurations were examined in order to analyse how
the input size, level of augmentation, Focal Loss, L2 weight regularisation, different
postprocessing and ensembling impact performance in the conventional setting. A
detailed breakdown of all experiments that were carried out is provided in Table 3.2.
All models were evaluated on the validation set using the median, 25th and 75th
percentile dice score to gain more detailed insight on how they perform for different
subsets of the data. In order to protect the integrity of the blind test set no model
was ever evaluated on this data until after all experiments had been carried out,
including the ones in the federated setting.
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Table 3.2: Several experiments were conducted in the conventional setting to in-
vestigate how different factors impact performance. A detailed breakdown of these
are presented in this Table. All experiments use the model in Figure 3.18 and an
explanation of the used augmentation levels is given in Table 3.1.

Model input size
96 | 144 | 176

(a) Series to determine how input size impacts performance. No augmentation, L2
weight regularisation, Focal Loss, postprocessing or ensembling was used.

Level of Augmentation
None ‘ Minor ‘ Moderate ‘ Aggressive

(b) Series to determine how Augmentation impacts performance. All experiments
were repeated for all three input sizes but no L2 weight regularisation, Focal Loss,
postprocessing or ensembling was used.

Model L2 regularisation parameter p
0 [0001]001 ] 01 [ 1 | 10 [ 100 | 1000 | 10000

(c) Series to determine how L2 weight regularisation impacts performance. The
input size was consistently 176, the level of augmentation was ’Aggressive’, no Focal
Loss, postprocessing or ensembling was used.

Model Focal Loss parameter
0 [ 0205 08 13 ] 2 [ 3 | 5
(d) Series to determine how Focal Loss impacts performance. The input size was

consistently 176, the level of augmentation was ’Aggressive’, no L2 weight regulari-
sation, postprocessing or ensembling was used.

Postprocessing confidence threshold
01 [ 02 [ 03 | 04 | 05 | 06 | 07 | 08 | 09

(e) Series to determine how postprocessing impacts performance. All experiments
were repeated using both the hard and soft thresholding technique. The analysis was
only performed on the best model, as determined from the initial four experiments
described above. No ensembling was used.

Top-X model ensemble
2 | 3 | 5 | 7 | 10
(f) Series to determine how ensembling impacts performance. The analysis used
the Top-X best models, as determined from the initial four experiments described
above. In addition all final ensemble predictions were postprocessed using the best
such method, as determined from the experiment described above.

After the extensive experiments described in Table 3.2 were completed two model
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configurations were extracted based on the results. The first one was the best stand
alone model, excluding any postprocessing. The second was the best model in
general, including ensembling and postprocessing. These two, and no others, were
then evaluated on the blind test data. More extensive analysis of the stand-alone
model were then conducted. Firstly it was evaluated on the 540 healthy patients
to find the model’s false positive rate. It was also examined how its predictive
performance correlated to the tumour sub type, the source of the data and the
tumour volume. Lastly it was examined how well calibrated the model is in the
sense of how the predicted confidence score correlates to how often the prediction is
actually correct. This is useful in order to understand how trustworthy the model
is and if the confidence level actually corresponds to something tangible. Ideally
we want a model that does not only predict correctly, but also with some assertion
of how likely it is that the prediction is true. Finally the model performance was
analysed qualitatively by visual scrutiny in an attempt to better understand when
and where it fails.

From the description of this detailed performance analysis it is important to note
that it was conducted on the stand-alone model rather than on the one which in-
cluded ensembling and postprocessing, although the latter turned out to be slightly
superior. The reason for this is because the experiments in the federated setting,
which will be described in the sections to come, did not include any ensembling or
postprocessing for simplicity. For the sake of comparison it is thus more fair to only
consider the stand-alone model in the conventional setting as well.

3.7 Federated Model and experiments

This section handles the second research question concerning the feasibility of Feder-
ated Learning. It starts of by a description of the system design and the underlying
assumptions, before moving on to the research design and a detailed breakdown of
all conducted experiments.

3.7.1 System design and assumptions

As discussed in the theoretical review there are a number of practical assumptions
and system design choices that must be decided on in order to create the federa-
tion. Concerning system design it is primarily two factors that must be examined,
discussed in section 2.7. Firstly the topology can be either a star or completely
decentralised using for example Blockchain technologies. This is discussed in depth
in section 2.7.1. However, the latter is much more complex and no currently feasible
option exist for large scale FL. For this reason this study decided to use the star
topology, in line with a majority of previous studies. The second and related design
choice concerns system management. As discussed in section 2.7.2 the federation
can be either synchronous or asynchronous. However, the gain of using the latter
is primarily if a very large number of clients is involved which is not the case in a
hospital application. For this reason the decision was to only consider synchronous
algorithms, again in line with the majority proposal. Furthermore, a star topology
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with a central server naturally facilitates a synchronous approach.

These design choices comes with several practical difficulties due to the fact that
clients are autonomous, as discussed in section 2.4.2. This lack of complete control
for the central server implies that the synchronisation algorithms must be able to
cope with unavailable clients, stragglers and stochastic drop outs. However, com-
pared to if clients are mobile this issue is mitigated in the hospital application case
since all clients can be assumed to have a stable and constant infrastructure. Prac-
tically this translates to that hospitals have uninterrupted access to power and high
bandwidth networking, which are deemed to be a relatively reasonable assumption.
Furthermore, the synchronisation issues and costs are naturally proportional to the
number of clients. Again, this implies that the current application is less impacted.
Motivated by all these arguments it was decided to limit the study to only consider
the idealised scenario where these issue are non-existent.

Another implication of the assumption that hospitals have adequate and stable
infrastructure is that the commonly researched FL issues concerning communication
and computational overhead can be disregarded. Again, these issues are also less
severe due to the fact that the number of clients is relatively small. See section
2.4.2 for a discussion on these limitations. Practically this implies that all proposed
algorithms designed to limit communication, such as the praised Deep Gradient
Compression discussed in section 2.6.2, can be disregarded. Note that the models in
this study are only 70 MB, which is not an issue for any decent internet connection.

The perhaps most daunting practical difficulty in FL is the fact that client autonomy
implies that no assumption on the local data quality can be made, as discussed
in section 2.6.4. In contrast to the above discarded issues, this fact can not be
overlooked in the hospital case. See section 2.5 for a detailed discussion on this.
Consequently this means that any real world implementation must be robust to
arbitrarily low data quality at select clients. However, this is beyond the scope of
this study and is left for future work.

Finally, a word on privacy. This is really a part of the study’s results, discussed and
synthesised in section 4.3.2, but it is worth briefly mentioning the conclusions here
to set the scene. In short the study follows the majority decision in previous work
and assumes that all participants are both honest-but-curious and non-colluding.
Importantly this implies that a (partially) trusted aggregator exists, which in the
star topology translates to the central server. Furthermore it does not assume secure
channels. A consequence of these assumptions is that although medical Al in general
requires significant security guarantees, it is excessive to consider the most extreme
vulnerabilities. In practice the assumed system has to be be protected against
arbitrary attacks from third parties, such as the MITM attack illustrated Figure
2.1. However, it does not need absolute protection from internal participants since
the assumption is that hospitals have at least some degree of mutual trust.
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3.7.2 The training data was distributed both non-IID and
IID across five virtual hospitals

After having established the setting for the federated scenario, the first order of
business was to create the virtual hospitals that were going to collaborate in the
federation. Some authors suggest that as many as 100 [85, 51, 23] or even 200
[123, 38| such clients should be used to properly emulate the real world conditions.
However, others show that if suffices to use just three [40] or a handful [52] collab-
orators. Motivated by this, it was decided to use five clients for simplicity. This
should be adequate for a proof of concept implementation.

Class distributions for the original data set and the

constructed NON-IID local data sets
Original dataset (2257 samples) Model 1 (470 samples) Model 2 (438 samples)
KL divergence = 0.21 KL divergence = 0.08
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Figure 3.19: The class distributions of the original full training set and the five
local data sets used in the federated learning experiments. The local data sets are by
design NON-IID to mirror real world conditions. The Kullback-Leibler divergence
is relative to the original data set and it shows that model 2 has the most similar
distribution and that model 4 is the least similar. It is apparent from the histograms
that the sites have very different distributions, however they are all approximately
the same size. Future experiments should analyse how the performance is impacted
if the relative scales are not the same. Finally, it should be noted that the common
validation and test data follow the same distribution as the original training data.
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The next step was to split the training data across the five clients. In order to emu-
late the sought after real world non-1ID case the data was distributed randomly, but
stratified such that the local distributions would differ significantly. The resulting
five data sets are illustrated in Figure 3.19. Note that all local sets are approxi-
mately the same size. This is obviously not the case in real world conditions, as
already discussed in preceding sections, since hospitals differ by orders of magnitude
in scale and number of patients. However, the data was distributed in this way in
order to isolate the non-IID effect. It is left for intriguing future work to study how
the inter-hospital scale differences would impact the federated performance.

Concerning validation one can choose to either have local validation sets [85] or to
use a global validation set located at the server [85, 34]. The latter is a more practical
scenario which according to [34] is also a reasonable assumption to make. Another
argument for using the global version is that it allows for a more fair comparison
to the conventional setting, since they both can use the exact same validation set -
which is exactly what was finally decided. It is important to note that the validation
data and the original training data is IID, which implies that the newly created local
sets are non-IID in relation to the validation set as intended.

Finally, in order to investigate how the non-IID condition impacts performance it
was decided to create a second set of local training data, but this time distributed
IID.

3.7.3 The federated model is evaluated relative to the con-
ventional model and the five local models

As discussed in the theoretical review the common approach when evaluating a
federated model is to compare it to the conventional model. One possible evaluation
metric is to use the algorithm’s d-accuracy loss as defined in equation 2.4. However,
this is an absolute measure. Instead, the common approach is to evaluate the model
in relative terms. Plainly this means that the federated model’s performance is
measured as a percentage of the equivalent centralised model. This metric provides
a way to analyse how much performance is lost relative to a theoretical scenario
where the data was gathered in the central, conventional way. This implies that
it carries academic interest but it is less relevant for real world conditions. As a
complement to this metric it is thus common to compare the federated model’s
performance to models that were trained at each hospital on their own. The latter
presents the real world best practice if no federation is used. This second metric thus
tells us how much the federated collaboration would have improved performance in
real life.

Motivated by this discussion the experimental approach used in this study was thus
the following. Pick a high performing model configuration from the conventional
setting and record its validation performance. Then train five local models on their
own local data only. Evaluate them on the same common validation set and record
their respective performance. This was repeated for both the local IID and non-1ID
case. These performances serve as a baseline for all federated experiments described
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in the sections to come. In the conventional setting all models were evaluated in
terms of three metrics - the median, the 25th and 75th percentile dice score - for
increased detail. However, for increased readability all federated experiments will
only be evaluated in terms of the mean dice score. This goes for the baseline stand-
alone local models as well.

Having established a baseline it is time to move to the federated models. It was
decided to only use the non-IID data for these experiments, since that is the most
relevant case. It is left for future work to repeat all federated experiments on the
IID data as well in order to fully appreciate how the non-IID condition impacts
performance. This study only partially answers this question by being able to com-
pare whether a federated model trained on non-IID data performs better than local,
stand-alone models under the IID assumption. Importantly, if this is found to be
true that means that federated learning is superior to the local stand-alone case
regardless if the IID condition holds or not.

3.7.4 Federated experiments include using Fed Avg, FedProx
and a novel technique termed adaptive momentum

The outcome of the former subsection is that we have a baseline performance for
both the local and conventional setting. The only thing left is to start training the
federated models and evaluate them relative to these baselines in order to find the
best configuration. Again, only the non-IID local data sets in Figure 3.19 are used
for this purpose. The same model configuration that was used to train the baseline
local models is used throughout all these federated experiments.

The experiments all relate to different model aggregation techniques, since this is the
only thing that is new in the federated setting. From the theoretical review it is clear
that the current benchmark algorithm is the FedAvg, see equation 2.5. It is the most
commonly used and presents reasonable performance, which is why it will also serve
as a benchmark in this study. As discussed in the theoretical review the convergence
of FedAvg naturally depends on the number of local epochs during each round of
federation. The first experiment to be carried out was thus decided to investigate this
phenomena. Furthermore the previous studies suggest that FedProx is the current
state-of-the-art algorithm, see equation 2.6, which motivates an examination of it as
well in this study. More precisely it was decided to examine how the performance
depended on the p parameter, which determines the extent of the proximal loss.

Furthermore, several authors report that the aggregation improves if momentum is
used, see equation 2.7. The amount of momentum is governed by the n parameter.
However, all previous studies have used a constant 1 throughout the entire training
process. Intuitively this seems sub optimal for two reasons. Firstly, the choice of
1 is completely arbitrary which might lead to a sub optimal choice. Secondly and
more importantly, since momentum is only relevant if the previous generation model
was relatively well behaving this implies that early stages of training should use low
amounts of momentum whereas the last stages, in which the model has started
to converge, should use more momentum. A consequence of this is that the ideal
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n parameter should be decreasing, not constant. Motivated by this intuition this
study proposed a novel technique termed adaptive momentum.

The underlying idea of adaptive momentum is to allow the model to choose the n
parameter freely at each aggregation instance. Practically the implementation was
as follows. Given the new local model updates, aggregate them with an initial choice
of n. Evaluate the new joint model on the validation set and record the performance.
Repeat this process for a number of different 1 and finally choose the one which
caused the joint model to perform the best. For this study it was decided to try
n € 0.2,0.4,0.6,0.8,1. This implies that a minor computation overhead is incurred,
since the model must be evaluate on the validation set five times as opposed to one.
However, this is a negligible cost compared to the time each round of training takes.
Besides, if the constant n momentum approach is used then it would be necessary
to to a grid search to find the optimal n anyway - a process that is much more time
consuming. It is worth noticing that the adaptive momentum is a strict extension
of ordinary momentum, since the model is able to choose a constant 7 level. This
implies that it is also a strict extension of FedAvg since it includes the option of
choosing n = 1. This guarantees that the novel method performs at least as good
as both previous techniques.

3.7.5 Differential Privacy merits an empirical examination
concerning how it impacts convergence

Besides choosing an adequate model aggregation technique it is also necessary to
consider the privacy constraints in the federated setting. Based on the extensive
discussion on privacy in the theoretical review it is evident that any Deep Learning
model that it trained on sensitive data must employ some mechanism to protect
the system from model leakage. Furthermore it was found that the best technique
to achieve this was to make the model differentially private using the Gaussian
Mechanism. Importantly, this conclusion is independent on the training setting and
includes the assumed honest-but-curious scenario. In fact, as long as there exists
even the slightest chance that the model could be apprehended by an outsider party
it must be trained using differential privacy. Consequently this implies that it is
true for both the conventional and the federated setting.

To conclude, differential privacy is the only technique that provides protection with-
out having to worry about who gets their hands on said model. In theory the model
could be freely distributed to any arbitrary attacker without risking the integrity
of the patients, as long as the € — § guarantees are adequate. The higher the risk
of model apprehension, the higher the required guarantees. This implies that the
federated setting requires more DP than the conventional - but neither case can do
without it. However, since excessive DP levels unavoidably leads to model dete-
rioration this in practice implies that a federated model would be useless, due to
the inherent vulnerability of a decentralised setting. Luckily, there are several com-
plementary privacy mechanisms that mitigate the risk that an attacker can even
apprehend the model. The premier such methods are Homomorphic Encryption,
channel encryption and secure secrete sharing techniques. By adding these addi-
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tional levels of protection the overall risk is decreased, which implies that the ¢ — ¢
guarantees can be loosened. As discussed in section 2.10.1 no consensus exist on
what exact ¢ — ¢ guarantees are sufficient in general. Furthermore, no one has at-
tempted to quantitatively determine to what extent the guarantees can be lowered
as a function of what additional layers are added. This is also beyond the scope of
this study and left for future work. However, the qualitative conclusion still stands:
DP is necessary in federated learning, at some level or another.

The second best to knowing what ¢ — § guarantees are theoretically sufficient is to
turn the question around and instead examine what levels are acceptable in terms
of model performance. All that can be done is then to implement that maximum
amount of DP that still outputs adequate performance. In practice this translates
to finding the lowest € — § that leads to convergence. If this level is then deemed
to be excessive one can keep adding additional layers of protection until it becomes
adequate in a privacy sense. Since DP is the only mechanism that has an impact
on model performance it is the only one that requires to be empirically examined.
The others are left as theoretical constructs and are not considered further in this
implementation.

Lastly, as discussed in section 2.10.2 the Gaussian Mechanism can in principle be
added either to each local gradient update or to the final model update. This study
decided to do the latter. This provides an even stronger privacy guarantee since it
makes the attacker unable to identify if an entire hospital was or was not part of
the training. As discussed in section 2.10.2 this protection naturally implies that
all patients at said hospital are also protected. Following the proposal by [23] the
model updates were bounded by the median norm in the aggregation. The noise
was added locally, in line with the (partially) trusted aggregator assumption used in
this study.

3.7.6 Description of the experimental series

To summaries the discussions in the preceding sections it was found that four con-
cepts need to be empirically examined. An illustration of the system design that
was used to perform this analysis is presented in Figure 3.20. A breakdown of all
the conducted experiments is provided in Table 3.3. All in all 20 global models were
trained. The remainder of this section is dedicated to explain and motivate these
experiments.

Firstly, the study intended to investigate how the number of local epochs in Fed Avg
impact performance. It was decided to consider the range of 1-100 local epochs,
where a unitary value actually corresponds to the obsolete FedSGD model. See
Table 3.3a for a detailed series description. The rational behind the experiment is
that excessive numbers of local epochs might lead to that the local models diverge
relative to each other which would hinder global convergence. However on the other
hand it is preferred to use the largest acceptable number of local epochs, since that
requires the least overhead in terms of communication and synchronisation, which
as discussed in section 2.4.2 is a significant issue in practice.
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Federated learning - system design
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Figure 3.20: An illustration of the federated learning scenario under consideration
in this study. Five local clients are used, each with its own unique data set as
presented in Figure 3.19. All clients and the server are complete black box, meaning
that the only thing that they share is the model updates. Each client trains a
local model on its own data set, adds noise to make the model update differentially
private and then shares the update with the server. The server aggregates the local
updates and redistributes the new global model. This process is repeated for a
predefined number of rounds. The different experiments involved Fed Avg, FedProx,
a novel adaptive momentum and differing levels of DP. See Table 3.3 for a detailed
breakdown of the conducted examination.

The second experiment was to examine how different levels of proximal loss, mea-
sured in terms of the regularisation parameter p, impacts FedProx performance.
Furthermore, the study would reveal if FedProx is indeed superior to FedAvg as
suggested by previous studies. The rational here is that if y is too high then global
convergence will never be achieved, since local updates are not allowed to nudge
it towards the optima. If the experiments suggests that very low levels are ideal
this implies that FedProx is not actually an improvement, since ¢ = 0 corresponds
to ordinary FedAvg. Motivated by that the inventors of FedProx [60] examined
@ € 0.001,0.01,0.1, 1 but found that a majority of tests showed that the maximum
1 = 1 value was ideal it was decided in this study to extend this range to also include
w1 € 10,100, 1000, 10000 for completeness of argument. See Table 3.3b for a detailed
series description.
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Table 3.3: Several experiments were conducted in the federated setting to inves-
tigate how different factors impact performance. A detailed breakdown of these
are presented in this Table. All experiments use the model in Figure 3.18 as the
backbone. Based on the results from the experiments in the conventional setting
a high performing model configuration was decided and used throughout all feder-
ated experiments, including the local baseline models discussed in section 3.7.3. All
experiments used the non-IID local distribution illustrated in Figure 3.19. Since
the novel adaptive momentum is a strict extension of both FedAvg and ordinary
momentum it was used throughout all experiments.

Number of local epochs
1 [ 5 | 10 [ 20 | 50 | 100
(a) Series to determine how the number of local epochs during each round of feder-
ation impacts FedAvg performance. No FedProx or DP was used (u = 0,¢e = 00).

FedProx regularisation parameter p
0 |0.001[001] 01 | 1 | 10 | 100 | 1000 | 10000

(b) Series to determine how different regularisation levels of FedProx impacts per-
formance. Based on the results from the FedAvg series it was decided to use 50 local
epochs during each FL round. No DP was used (€ = o0).

Degree of e-DP privacy
1 [ 5 | 10 [ 20 | 50 | 100 | oo
(c) Series to determine how different levels of Differential Privacy impacts perfor-
mance. 0 = 0.01-DP was used throughout all experiments. Based on the results

from the FedAvg series it was decided to use 50 local epochs during each FL round.
No FedProx was used (u = 0).

Thirdly, the study intended to investigate what levels of € — §-DP still leads to
acceptable performance losses. The consensus rule of thumb is to set § <<
[23, 55], where N in this case is five. For this reason it was decided to set &
0.01 throughout all experiments and only examine the effect of the more important
parameter €. One paper suggests that acceptable € levels are 0.1-3 [145], another
claims that € ~ 1 correlates to "very strong privacy' [55] and yet another study
allows € to be as high as 8 [143]. However, these proposals are when DP is used
on its own without additional layers of protection. For this reason it was decided
to extend the examined range for completeness of argument. See Table 3.3c for a
detailed series description.

I ==

The last remaining question is how the novel adaptive momentum impacts per-
formance. However, since it is a strict extension of both FedAvg and ordinary
momentum is was decided to use it throughout all other experiments. Instead, the
analysis of the method will be conducted in hindsight by recording which n was
indeed found to be ideal at each round of aggregation. If it is found that it is indeed
non-constant this proves that the novel model is superior to ordinary momentum.
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If it is further found that it is not constantly n = 1, this proves that momentum
in general is superior to bare bone FedAvg. Lastly, if it is found that n tends to
decrease as training progress this supports the motivation behind the introduction
of adaptive momentum, namely that momentum is mostly useful in the last stages
of federation.

3.8 Software and Hardware setup

Before turning to present and discuss the results it is worth taking a few moments
to explain what the computational environment looked like throughout the study.
Firstly, concerning the software side of things. The entire project was conducted
using Python, with an emphasise on the Deep Learning framework Keras which in
turn used a Tensorflow backend. The core code for the conventional model, illus-
trated in Figure 3.18, was taken from [157], which is a direct implementation of the
model used in [4]. This code base was extensively modified to include all additional
features, such as image processing, augmentation, Focal Loss, L2 regularisation and
ensembling.

Concerning the federated setting there are a number of open source platforms to
choose from. The major ones are PySyft [82], TensorFlow Federated [75], NVIDIA
Clara [77], CrypTen [76] and FATE [36]. However, as discussed by [36] these are all in
early stages of development, since the field is young, which means that they are both
computationally inefficient and offer limited features. For example it was shown by
the people behind PySyft that it is 46 times slower than PyTorch [82]. Furthermore,
with the exception of NVIDIA Clara they are all only capable of managing a virtual
setting. Since this study also only considers this virtualised environment this is
not an issue per se, but it serves as a good exemplification of how immature the
frameworks are. Motivated by these drawbacks it was decided to instead implement
the entire federated environment on my own using Python and Keras. Due to the
relatively limited required features this actually turned out to be relatively simple.
The gain was that essentially no computational overhead was incurred, relative to
the conventional setting, which proves that it was indeed the right decision.

Finally, concerning hardware. A already discussed the models under consideration
in this study require substantial GPU computational power and especially a lot of
memory. The latter is a consequence of that 3D MRI scans require 50 times more
memory than what is common in the natural imaging domain [30]. Evidence of the
fact that strong GPUs are required is that training a 3D U-NET took two days on a
NVIDIA Tesla V100 according to [4] and half a day on a NVIDIA 1080 Ti according
to [109]. Furthermore, it should be noted that these models were only trained on
BRaTS§S, which is almost 10 times smaller than the data set used in this study. As
a consequence training a single model in this study on even these relatively strong
GPUs would take on the order of days. Since the study examined 48 different global
models and 110 local models, excluding all preliminary attempts in order to fine
tune the learning rate and Adam parameters, it is easy to see that this would not

be feasible.
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Thankfully this study was supported by Taiwan Computing Cloud (TWCC). This
meant that it had virtually unlimited access to Taiwania 2 [158], the world’s 21st
highest performing supercomputer [159] with in excess of 170000 cores, close to 200
TB of RAM and a peak performance at over 15000 Teraflops/s [158, 159]. Each
node consists of one NVIDIA Tesla V100 SXM2 GPU and four Xeon Gold 6154 18C
3GHz CPUs [158, 159]. In short, computational power was not a limiting factor in
this study. The used approach was to create a virtual container, comprising one
such node and 90 GB of RAM, and to train the model on this. It turned out to
take between one and three days for the model to converge in this environment,
depending on the specific model configuration. In order to speed up the process
all the examined models were trained on one such container each, completely in
parallel. This meant that a years worth of experiments could be completed in a
matter of just weeks.

Finally, a word on inference times. Although the training process is tedious, the
final model presents a significant clinical speed up relative to human diagnostics.
The two previously mentioned benchmark studies showed that inference took 0.4
seconds on a NVIDIA Tesla V100 [4] and 1.5 seconds on NVIDIA 1080 Ti [109].
This saving means that it is well motivated to spend all that training time.

93



3. Methods

94



4

Results

This chapter is largely divided into three sections, each dedicated to one of the three
posed research questions. Firstly all results from the experiments in the conventional,
centralised setting is laid out. It then moves on to present the findings concerning the
federated setting in order to evaluate its feasibility for inter-hospital diagnostics. The
chapter is finally concluded with a synthesis of the mechanisms that are necessary
to ensure adequate protection of patients’ privacy.

4.1 Conventional Deep Learning

This section presents the results from the experiments described in Table 3.2. It
consists of 28 different model configurations that examine six different factors. The
goal of the series is to analyse how these different factors aid, or potentially de-
teriorate, the model performance in a conventional, centralised setting. All these
findings boil down to one final, best practice model. This model is evaluated on the
607 test cases and on the 540 healthy patients in order to establish its performance
and false positive rate. These scores symbolise whether or not it is feasible to get
high performing Deep Learning for brain tumour diagnostics in a heterogeneous,
mixed quality setting. The goal of the study was to achieve super human level per-
formance. It could be argued that this goal is met when the dice score supersedes
0.85, since this is the inter-rater agreement [93, 61]. The test performance will thus
finally be compared to this metric.

4.1.1 Increased image size aids performance

The first experiment, described in Table 3.2a, was conducted to evaluate how the
input size impact performance. The result of the experiment is summarised in
Table 4.1. Just as expected and in line with the results from previous studies the
experiment clearly show a positive correlation between performance and image size.
However, the results are far from from human level performance and the experiment
does not suggest that this could ever be achieved by simply increasing the image
size.
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Table 4.1: The first experiment in the conventional setting was to analyse how
the image input size effect performance. The results conclusively show that a larger
image size increases performance significantly for all three metrics.

Dice score Model input size
96 | 144 [ 176
25th percentile 0.10 0.15 0.19
Median 0.41 0.49 0.52
75th percentile 0.67 0.75 0.77

4.1.2 Moderate levels of augmentation boosts performance

The second experiment, described in Table 3.2a, was conducted to evaluate if differ-
ent levels of augmentation could increase performance. The result of the experiment
is summarised in Table 4.2. Just as in the first experiment the results are conclu-
sive and in line with theoretical prediction. It is shown that even limited levels of
augmentation provide a major performance increase. This is likely a consequence
of the fact that the data set is relatively small, which implies that overfitting will
become problematic if excessive epochs are used. However, this issue is naturally
mitigated by the online augmentation. It was indeed seen by observing the train-
ing progress (not shown) that the gap between training and validation dice was
drastically reduced when augmentation was introduced, which is evidence of this
statement.

Another insight from the results is that the marginal gain of augmentation is di-
minishing rapidly. Importantly this implies that it would likely not be possible to
increase the final performance significantly more by simply adding even more aug-
mentation. This is in line with what previous studies have also shown, namely that
excessive augmentation is not beneficial.
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Table 4.2: The second experiment in the conventional setting was to determine
how different levels of augmentation impact performance. The experiment were
carried out for all three input sizes (96, 144 and 176 respectively) and the results
are conclusive. The experiments clearly show that augmentation helps to improve
performance significantly, especially in terms of the 25th percentile dice scores. The
three different levels of augmentation are explained in detail in section 3.4. However,
the experiments show that the primary factor is whether augmentation is used or not
- the exact level of augmentation is of secondary import. This might be because the
so called "Minor’ level is already relatively extensive, meaning that the model keeps
being fed unseen samples regardless of the level. Furthermore, the augmentation
was shown to be the most beneficial if the input size is small. This suggests that if
memory or computation constraints are present which forces down sampling, then
it is necessary to focus on sophisticated augmentation methods.

Dice score Level of Augmentation
None \ Minor \ Moderate
25th percentile 0.10 0.28 0.28
Median 0.41 0.58 0.58
75th percentile 0.67 0.79 0.81

(a) Augmentation boosts performance when the input image size is 96.

Level of Augmentation

Dice score None | Minor | Moderate
25th percentile 0.15 0.34 0.29
Median 0.49 0.60 0.59
75th percentile 0.75 0.81 0.80

(b) Augmentation boosts performance when the input image size is 144.

Dice score Level of Augmentation
None | Minor | Moderate | Aggressive
25th percentile 0.19 0.31 0.31 0.32
Median 0.52 0.61 0.62 0.61
75th percentile 0.77 0.82 0.83 0.80

(c) Augmentation boosts performance when the input image size is 176.

4.1.3 Focal Loss only improves the worst case performance

Previous studies had shown that Focal Loss was beneficial, which motivated the
third experiment presented in Table 3.2d. However, the results from this analysis
were not very significant. See Table 4.3 for a full break down. Both the median and
75th percentile dice scores were only increased by a few percent.

More interestingly, however, is that the 25th percentile performance was improved
by a lot for a carefully tuned amount of focus. This is in line with the theoretical
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intuition that the Focal Loss should force the model to be better at the most diffi-
cult cases. This implies that although the aggregate performance is not impacted
significantly, the Focal Loss actually makes the worst case performance less severe.
This is a very desired property for a medical application.

Table 4.3: The third experiment in the conventional setting was to examine if
the incorporation of a Focal Loss would increase performance. Surprisingly, it was
shown to have a very limited effect but at moderate focal levels the performance rose
slightly. If excessive focal levels were applied then the model started to deteriorate.
Note that results should be compared to the case v = 0, which corresponds to a
model with no focus.

Dice score Model Focal Loss parameter ~
0 \ 0.2 \ 0.5 \ 0.8 \ 1.3 \ 2 \ 3 \ 5
25th percentile | 0.32 | 0.32 0.4 0.34 | 032 | 0.31 | 0.29 0.3
Median 0.61 | 061 | 063 | 0.64 | 0.59 | 0.57 | 0.56 | 0.52
75th percentile || 0.80 | 0.82 | 0.82 | 0.80 | 0.77 | 0.75 | 0.73 | 0.70

4.1.4 L2 regularisation increases performance by 33%

Table 4.4 present the perhaps most surprising result in this study. It is the outcome
of the experiment described in 3.2c which shows that adding L2 weight regularisation
has a dramatic effect on model performance. It caused the median dice score to jump
by a remarkable 33%. This is contrary to the results in most previous studies who
have reported only minor, if at all, improvements. In fact, the best model with
L2 regularisation has about the same 25th percentile performance as the median
performance of the best non-L2 model.

Table 4.4: The fourth experiment in the conventional setting was to incorporate
a L2 regularisation term that punished the model weight norm. This was shown
to have a dramatic effect on performance and increased the median dice score by a
remarkable 33% for the highest performing model. The usefulness of L2 regularisa-
tion is in line with the theoretical predictions since it reduces overfitting. However,
as expected excessive regularisation with g > 10 causes the model to diverge and
become useless.

Model L2 regularisation parameter pu
0 \ 0.001 \ 0.01 \ 0.1 \ 1 \ 10 \ 100 \ 1000\ 10000
25th percentile || 0.32 | 0.38 | 0.48 | 0.57 | 0.60 | 0.31 | 0.01 | 0.01 | 0.00
Median 0.61| 0.64 | 0.72 | 0.78 | 0.81 | 0.55 | 0.02 | 0.02 | 0.01
75th percentile || 0.80 | 0.84 | 0.87 | 0.90 | 0.90 | 0.71 | 0.08 | 0.07 | 0.05

Dice score
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4.1.5 Post processing improves performance by disregard-
ing low confidence predictions

The four experiments already discussed conclude the analysis of different model
configurations. The only thing left to consider is how to use these stand-alone
models intelligently. The first such step was to incorporate two different kinds
of post processing, which resulted in a series of experiments described in Table
3.2e. The results from this analysis is presented in Figure 4.1 which shows that
the technique was indeed beneficial in terms of all three metrics. The increase was
not dramatic, but still noteworthy. This is in line with the referenced theoretical
predictions. Furthermore, it turns out that the soft post processing technique was
superior to the hard version. Additionally the soft method proved to be very robust
to the selected threshold and actually outperformed the stand-alone model for all
such values. This is reassuring since it mitigates the risks associated with choosing
the wrong hyper parameter.

An important lesson from the experiment is that the conclusive results suggests
that the model exhibits a relatively strong correlation between its stated confidence
and the likelihood of it actually being correct. This would be a desired trait since
it provides better interpretability, which slightly counters the commonly quoted
arguments against Deep Learning as being a black box approach.

Comparisen of medel performance with and without simple pest processing
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Figure 4.1: Post processing with soft thresholding outperforms the initial model
for all examined thresholds. The hard thresholding method degrades performance
if the threshold is set too low, but provides an improvement for high confidence
thresholding. In general the soft method outperforms the hard. Interestingly the
post processing is superior when only very high confidence predictions are consid-
ered, peaking at a 80% threshold. This suggests that whenever the model is correct
it is also very confident.

99



4. Results

4.1.6 Ensembling provides a modest improvement

As can be seen from Figure 4.2 it is indeed possible to improve the final model
performance slightly by ensembling. These results are based on the experiments
described in Table 3.2f. However, the improvement is not very significant for any of
the three metrics. It is also shown that the ensembling only works for a set of the
two or three best models, if any more are added then the performances goes down
again.

It should be noted that the top three performing models achieve 0.81, 0.78 and 0.72
median dice - see Table 4.4 - whereas the top 4-10 models only perform between 0.64
and 0.61. The large performance drop from the third to the fourth model might be
the reason behind why ensembling stops working at this point. The rational behind
ensembling is that the models should be complementary, which they likely are, but
this gain is overshadowed if some parties are significantly worse in absolute terms.
It is possible that the ensemble performance would be further improved if all the
models were identical in setup, but different in initialisation. This would ensure
that they are both complementary and equally good. This is left for future work to
analyse.

Ensemble performance relative to stand-alone model
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Figure 4.2: An ensemble of the top 2 or 3 stand-alone models manages to outper-
form the best stand-alone model in the conventional, centralised setting. However,
the performance increase is relatively modest. Furthermore, adding more models to
the ensemble degrades performance.
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4.1.7 Summary: Efficiency analysis of the used tools to im-
prove the conventional model

This section is provided for increased readability and is intended to summaries how

the different tools have had an impact on the model performance. The aim is to

understand which ones are the most efficient and possibly how they complement or
substitute each other. See Figure 4.3 for a detailed breakdown.

Model performance gain for different techniques

175 Hl [ncrease image size from 96 to 176
:"!; B (ncrease image size from 96 to 144
22 180 BN Increase image size from 144 to 176
Eg Add Focal Loss
E 125 B Add L? regularisation
b Em Add augmentation (image size 96)
£ 100 B Add augmentation (image size 144)
E m Add augmentation (image size 176)
= 75 - B Add postprocessing
E mm Add ensembling
b 5[] ]
=
g5

|:| A

25th percentile Median T5th percentile

Figure 4.3: From the bar graphs it is clear that the most invaluable tool is to
introduce augmentation. However, the gain from augmentation diminishes if the
image size increases - which turns out to be the second most efficient tool. This
has the effect that the image size becomes less relevant if sufficient augmentation is
used. Adding L2 regularisation is shown to provide a big performance boost for all
three metrics, whereas the Focal Loss only significantly improves performance on the
hardest samples, illustrated by the lower percentile. Postprocessing and ensembling
produce minor gains. In general the methods are most efficient at increasing the
performance on the most difficult samples, as seen from the large increase in terms
of the 25th percentile.

Interestingly it shows that augmentation has a diminishing return on large images,
which has the effect that the initial large spread between model performance after
training on large or small images respectively is lessened. If no augmentation is used
the model trained on images of size 176 outperforms the 96 size equivalent by 90,
27 and 15% in terms of 25th, median and 75th percentile dice score respectively.
After augmentation however, this difference is decreased to just 14%, 7% and 2%
respectively. This suggests that augmentation and increased image size are two
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efficient, but somewhat supplementary tools. Since increased image size requires
more RAM, this suggests that if memory is a bottle neck the best thing to do is to
focus on augmentation techniques.

4.1.8 The final model achieves super human performance,
but the false positive rate is relatively high

Finally it is time to wrap up everything that has been learnt from the experiments
in the conventional setting. Based on the already presented results it is concluded
that the best model configuration uses an image size of 176, the most aggressive
type of augmentation and L2 weight regularisation with ¢ = 1. No experiments
with both Focal Loss and L2 regularisation was performed, but the results suggests
that this combination would lead to a slight additional improvement. This is left
for future work to analyse.

The described final stand-alone model was lastly evaluates on the 607 blind test
cases. Furthermore the results from the postprocessing and ensembling experiments
suggest that a Top-3 ensemble together with a soft threshold at 80% confidence
would be ideal. This ensemble version was also evaluated on the test set. The
results are presented in Table 4.5. Just as the previous results suggest the ensemble
version does indeed slightly outperform the stand-alone version. Importantly, the
ensemble version manages to achieve super human performance. This serves as
a strong indicator that it is indeed possible to create a clinically relevant Deep
Learning CAD system for brain tumour diagnostic, even in a heterogeneous and
mixed quality setting.

Table 4.5: Summary of the test performance of the final conventional, centralised
model. It uses an image input size of 176, the most aggressive augmentation as
well as L2 regularisation with © = 1. No Focal Loss was incorporated. The blind
test set consists of 607 samples, IID across all seven tumour sub types and all six
data sites. The stand-alone model is outperformed by the top-3 ensemble with soft
postprocessing at 80% threshold. Importantly the ensemble version exhibits super
human performance, which in this study is defined at 0.85 dice score. These results
should be compared to the current leading 0.92 dice score on the related task BRaTS
2019 challenge [6]. It should be noted, however, that the latter represents a much
less heterogeneous scenario.

’ Dice score H Stand-Alone \ Top 3-Ensemble + Post Processing ‘

25th percentile 0.58 0.60
Median 0.83 0.87
75th percentile 0.90 0.92

The final step of the study on the conventional setting involved analysing the false
positive rate of the final model. For this reason the ensemble version discussed
above was used to inference on the set of 540 healthy patients. The model correctly
identifies 76.9% of patients as entirely healthy, in the sense that not a single pixel
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was mistaken for tumourous. In other words, it incorrectly diagnoses 125 patients
(23.1%) with brain tumours. This fallacy is discussed in the next chapter.

4.2 Federated Learning

This section presents the results from the experiments described in Table 3.3, with
the exception of the analysis of Differential Privacy which is left for the succeeding
section concerning results related to privacy. The aim is to unravel how different
federated aggregation techniques work and if it is indeed possible to get adequate
global performance using FL, despite the heterogeneous and non-IID scenario. Fur-
thermore it will be investigated if the proposed novel adaptive momentum technique
represents an improvement relative to the current state-of-the-art. The federated
model will be compared to both the conventional analogue and the stand-alone,
local models.

4.2.1 Collaboration is necessary independent of whether the
IID assumption holds or not

Local stand-alone model performance
(relative to the conventional setting)
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Figure 4.4: The baseline performance in the federated case is to train five local,
individual models on their unique data. This was repeated on both a IID and a non-
IID data split across the five clients. As seen from the two bar plots it is clear that
the local models perform much worse than the conventional analogue, as expected.
Importantly this is true regardless if the IID assumption holds. Although the average
local performance is relatively similar in both scenarios, one of the local IID models
perform significantly better than all the rest. In general the result suggest that the
non-IID scenario is more problematic, as expected.
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As discussed in section 3.7.3 the federated experiments was initialised by training
local, independent models on each of the five local data sets. This was repeated
for both the IID and the non-IID case for comparison and the results are visualised
in Figure 4.4. It is clear that the local models are inadequate, which implies that
some form of collaboration is necessary in order to get performance that is clinically
relevant. Importantly, this statement holds regardless of whether the IID assumption
holds or not. The latter is essentially empirical proof of a known fact from Deep
Learning, namely that more data is always better. Since each local client only has a
fifth of the conventional model’s training set it is reasonable that their performance
should be inferior.

Another insight from the two bar plots in Figure 4.4 is that the general local perfor-
mance is slightly higher under the IID assumption. This is in line with theoretical
predictions, since training on data that is IID in relation to the validation set should
improve generalisation and hence performance. However, this also provides assur-
ance that the performed non-IID split is indeed actually non-IID.

4.2.2 Federated Models under non-I1ID conditions

Based on the local analysis it is concluded that they perform much worse than the
conventional setting, as expected. The best of those local models perform 68.2% of
the conventional performance, under non-IID conditions. This section will analyse
if the FedAvg or FedProx models can outperform this, hence proving that FL is a
feasible solution.

4.2.2.1 FedAvg is robust to the number of local epochs

As can be seen from Figure 4.5 the global joint model performance does not show
any strong dependence on how many local epochs are run. These results are from
the experiments described in Table 3.3a. Surprisingly, the trend even suggests that
running more local epochs before aggregation is better. This is positive since it
means that the issue of communication and synchronisation overhead can be miti-
gated. Moreover, the results are significantly better in the federated setting than in
the local, stand-alone setting. This provides strong evidence that Federated Learn-
ing is indeed a feasible solution for the application at hand. As it turns out the best
model from this specific experiment, scoring 88.6% of the equivalent conventional
model, was the best of all examined federated models in this study. This is thus the
quantitative results to symbolise the feasibility.
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Federated model performance for varying numbers of local epochs
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Figure 4.5: The first experiment in the federated setting was to analyse how the
number of local epochs during each FL round impacts performance. The result sug-
gest that the FL algorithm is relatively robust to this. Importantly, the experiment
showed that a federated model can achieve 88.6% of the equivalent conventional
model performance, even though the local data sets were non-1ID. Furthermore,
this is a 30% increase relative to the best individual, local model which proves that
FL is better than attempting to train the models without collaboration.

4.2.2.2 The FedProx algorithm does not impact performance at all

The second federated experiment was to consider how FedProx might improve con-
vergence, see Table 3.3b for a description of the analysis. However, contrary to all
previous studies the FedProx did not impact performance at all. In fact, the results
suggest that the convergence was completely independent of the FedProx parameter
(. This might be due to one of two reasons. FKEither the FedProx algorithm just
does not work for this specific data set, or a sufficient span of possible y values was
not examined. However, since the examined span was significantly broader than the
proposed range by the original authors this seems unlikely.
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Federated model performance for varying levels of FedProx
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Figure 4.6: The second experiment in the federated setting was to analyse if
FedProx outperforms FedAvg. However, contrary to the theoretical predictions no
such evidence was found. In fact, the level of FedProx regularisation was not found
to have any significant impact on performance at all.

4.2.2.3 The proposed novel adaptive momentum algorithm is very promis-
ing and improves the current state-of-the-art

By design all federated models in this study were aggregated using the proposed
novel algorithm termed adaptive momentum. It was motivated by the fact that
ordinary momentum requires a constant, predefined level of momentum throughout
all rounds of federation which intuitively seems excessively restrictive. The first hy-
pothesise was thus that if the model was able to choose the level independently at
each step, then the ideal level would be non-constant. It was further hypothesised
that the level of momentum should increase as training progresses, since the previous
generation model becomes more and more mature. See section 3.7.4 for a detailed
discussion and motivation of the technique. Besides these hypotheses directly re-
lated to the novel technique, there is also a more general momentum hypothesis to
consider. More specifically it is empirically proven that momentum is superior to
bare bone FedAvg/FedProx if, at any stage during training, the model chooses to
employ momentum.

To conclude, this section is dedicated to investigate the following three hypotheses.
Firstly, is n! = 1 ever chosen by the model? If so, momentum in general is superior to
FedAvg/FedProx. Secondly, is n not constant throughout training? If so, adaptive
momentum is superior to momentum. Thirdly, does n tend to decrease during
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training? If so, momentum is more beneficial in later stages of training. These three
questions will be answered based on the results from all three experiments described
in Table 3.3, including the one concerning DP.

The first two hypotheses are conclusively confirmed based on the results illustrated in
Figure 4.7 and Figure 4.8. They show that regardless of whether Fed Avg, FedProx or
FedAvg with DP is used for aggregation it is always beneficial to employ momentum
in at least some stages of training. However, this benefit is larger for FedAvg than
for FedProx, as seen in Figure 4.7. One possible reason for this could be that the
proximal loss in FedProx leads to smaller local model updates, which in turns implies
that it is redundant to use momentum.

Distribution of ideal n for FedAvg with momentum Distribution of ideal n for FedProx with momentum
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Figure 4.7: All federated models were trained using an adaptive momentum tech-
nique. This meant that the level of momentum 7 used to combine the next gen-
eration model was chosen based on which value maximised the validation score at
each round. Every time that n < 1 was chosen this signifies that momentum was
indeed beneficial. As seen from the histograms, this was indeed the case for both
FedAvg and FedProx. However, the FedProx model used much less momentum. An
interpretation of this could be that the Proximal loss in FedProx leads to smaller
model update changes, which means that momentum is redundant. Surprisingly,
the ideal aggregation seems to be either with maximum or no momentum - rarely in
between. An interpretation of this is that momentum is only beneficial if the model
updates are degraded, in which case maximum momentum is preferred.
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Furthermore, Figure 4.8 suggests that if the privacy constraint is higher then more
is to be gained from employing momentum. This is also reasonable, since higher
privacy in DP equates to more noise which in turn implies that local updates will be
less reliable. Frankly, the risk that the local updates have deteriorated rather than
improved during the latest round is higher when more noise is present.

Distribution of ideal n for FedAvg with momentum and
varying levels of differential privacy
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Figure 4.8: Illustration of how momentum impacts models with different levels
of (¢ — §)-DP. Similar to Figure 4.7 it is clear that all models benefit from the
adaptive momentum technique. Furthermore, the graph suggests that momentum
is more beneficial for high privacy settings. Actually, it turns out that in this
setting momentum was applied at every aggregation. The reason behind why the
high privacy case uses more momentum than the low privacy could be because the
latter contains significant noise, which means that the new model updates are more
likely to be worse than the previous round in which case a low 1 would mitigate the
global deterioration.

Lastly, the final hypothesis can also be verified by examination of the Figures in
4.9. It is clear that the general level of momentum tends to increase during training.
This can be concluded because of the fact that 7 = 0.2 is more common in the end
stages then in the begin, and conversely that n = 1 is more frequently occurring in
the beginning.
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lllustration of how the ideal n changes during training for FedAvg with momentum
Stages during training when n = 0.2 was ideal Stages during training when n = 1 was ideal
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(a) The amount of momentum continuously increases during training when using
FedAvg, however it is present at all stages of training.

lllustration of how the ideal n changes during training for FedProx with momentum
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(b) Momentum is never employed during the initial 70% of federation rounds when
using FedProx, but becomes increasingly common in the final stages.

Figure 4.9: The illustrated distributions reveal that momentum tends to increase
during training, especially for FedProx. It is intuitive why momentum should in-
crease, since it becomes more useful to retain parts of the old generation model if
said model is more mature. As seen from the training progresses in Figure 5.1, 5.3,
5.5 and 5.4 the models tend to improve rapidly in the initial stages, which means
that their is no use in keeping parts of the old model early on.
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4.3 Protecting the federation

So far the study has shown that both the conventional and federated settings are
capable of providing adequate performance. However, these experiments have not
considered the privacy dimension. This last section is intended to wrap up the
study by carefully analysing whether these conclusions still hold if this additional
dimension is taken into consideration.

4.3.1 Federated differentially private models perform better
than non-private local models

The study only considers one empirical aspect of protection, namely differential
privacy. The experimental approach is discussed and described in Table 3.3¢c and
the results are presented in Figure 4.10. The analysis shows that if excessive DP is
imposed then the model becomes useless, as expected. However if the constraints
are relaxed to the point where ¢ > 20 is allowed, then the model is not impacted
at all. Importantly this implies that a moderate level of DP can be employed at no
cost at all. Furthermore, a relatively high level of DP with ¢ = 10 comes at the cost
of a moderate 11% performance reduction.

Performance of Federated Models with Differential Privacy

100 (relative to conventional setting)
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Figure 4.10: The final federated experiment analysed how different level of Dif-
ferential Privacy impact the federated performance. All models are § = 0.01 DP,
with differing e. The experiment showed that as long as ¢ > 20 performance is not
impacted at all. Acceptable levels of performance seem to require that e is not lower
than 10 and if it is decreased to 8 then the federated model performs on par with
the local stand-alone models, thus rendering it useless.
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An important realisation is that the local stand-alone models do not provide any
privacy guarantees at all to its local patients, since they were trained without DP.
This leaves them vulnerable to attacks by outsider parties. The importance of this
statement can be explained using the results in Figure 4.10. The experiment show
that even a relatively well DP protected federation performs significantly better
than the unprotected local models. In fact, the performance is superior to the best
local model all the way down to € ~ 8. This means that federated learning can in
fact improve both privacy and performance, relative to a non-collaboration setting.
This statement provides strong empirical evidence that private FL is indeed a good
option for inter-hospital Al systems.

4.3.2 Additional layers of protection are necessary to ensure
adequate levels of privacy

The preceding discussion show that some levels of DP can be applied without in-
curring unacceptable performance loss. In fact, with e = 10 the model still performs
76% of the conventional model and with ¢ = 20 the number is 88.6%. However,
ideally this 11% performance cost should be avoided if possible. The question then
becomes what level of DP is sufficient. As discussed in section 2.10.1 this is still
an open question, but the general consensus is that € should be somewhere in the
single digit range. However, it is also discussed that higher € levels can be accepted
if additional layers of protection are included. Sadly, none of the referenced studies
have provided any quantitative notion to this which makes it highly subjective. This
section is intended to analyse the threat level of the application to untangle whether
the ideal ¢ = 20 level is indeed acceptable or not.

Firstly, it is necessary to discuss and argue for the used privacy assumptions that are
presented in section 3.7.1. The major assumption is that participants are honest-but-
curious. This is the setting advocated for by most previous studies which provides
some assurance, see section 2.7.3. In practice it means that all parties follow the
commonly agreed upon rules. Since it seems unlikely that a hospital would go rouge,
this assumption is deemed adequate. Frankly, it is assumed that hospitals have at
least some degree of mutual trust. An important consequence of this honest-but-
curious assumption is that the system does only need to be protected against model
leakage, if third party attackers are excluded. This setting is commonly referred to
as global privacy. This means that the backdoor attacks discussed in section 2.8.3,
such as data poisoning attacks and model poisoning attacks, can be disregarded.
Finally, as discussed in section 2.9 the model leakage issue can only be ensured
using differential privacy, which again motivates why it is absolutely necessary.

Having established that DP is the only mechanism that is needed to protect the
federation against itself it is time to turn to the more pressing issue of outside
attackers. As discussed in section 3.7.1 the study does not assume secure channels
which means that it must be protected against arbitrary third party attacks. This
includes the threat of MITM attacks illustrated Figure 2.1. This implies that the
system must be protected using some form of encryption, as discussed in section 2.9.
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A word of clarification is that although hospitals are deemed trustworthy, the stud-
ied scenario does not blindly trust the central server. It is assumed that the server
is honest-but-curious in the sense that it does the aggregation and synchronisation
according to the rules, but it is unreasonable to assume that it is a perfect so called
trusted aggregator. The reason for this is that the server has a potentially larger
gain from cheating, since it has access to everything as opposed to hospitals that
are limited in their reach. For this reasons the hospitals must be provided addi-
tional protection against the server. According to the discussion in section 2.9 this
is achieved using some form of Secure Multiparty Computation technique, commonly
either Homomorphic encryption or Shamir’s secrete sharing. Both these techniques
provide adequate protection against the server and since it is assumed, see section
3.7.1, that networking is not a bottle neck they are both viable options. However,
the current state-of-the-art solution suggests using both, for additional protection.
Furthermore they can both be modified such that they provide the additional ben-
efit of protection against some hospital collusion. Although the honest-but-curious
assumption implies non-collusion, making this redundant it still can not hurt.

To summaries the application requires DP to protect against inherent model leak-
age, channel encryption to protect against third party attackers and some form
of SMC to limit the server’s power. Channel encryption using traditional AES is
not strictly necessary if HE is applied, but it can not hurt. In the same way the
commonly quoted authorisation mechanisms SHA-256 should also be added on top,
in order to provide additional protection against third party attackers posing as
insiders. Importantly this protects the system from the previously discarded back-
door attacks, which are a threat in this scenario since the third party would likely
not be no honest-but-curious. A final notion is that although anonymisation was
shown to be insufficient on its own, it still serves as yet another layer of protection.
Conclusively, all of these additional layers should provide ample protection against
the discussed vulnerabilities. Whether they are legally sufficient or not is left for
lawyers to determine. This is beyond the scope of this study and so is the in section
2.9 discussed additional issue that arises if the application crosses multiple legal
jurisdictions, which is fairly likely in a real world implementation.

Finally, now that all these additional protective layers are in place it is time to
go back to discuss whether the empirical € = 20 level of DP is sufficient. A more
detailed analysis of DP in section 2.10.1 reveals that the required level depends
on a number of factors. Firstly, it is generally higher if both so called white and
black box attacks are possible, which as presented in section 2.8.2 they are in this
scenario. Furthermore the leakage is proportional to the number of parameters in
the model, which in study is relatively large (17 million). This together with the
fact that medical applications are above average in terms of sensitivity suggest that
an adequate € in this case is likely in the lower range of the previously mentioned
single digit rule of thumb.

However, as also discussed in section 2.10.1, the DP constraint can be relaxed if the
setting is non-IID and if the model exhibits minor overfitting which is the case in
this study. More importantly, the socially acceptable level depends on the perceived
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risk of an attack occurring. In a small scale system as this one there is more control
and all clients share the same objective, meaning that there is limited incentive for
any insider to attack the system. The perceived risk is thus lower, meaning that
a higher € can be allowed [145]. This together with the extensive additional layers
suggests that a significantly higher e should be allowed. Furthermore, the level of
DP can be increased seamlessly by introducing a random sampling of clients with a
probability q at each round, see section 2.10.2. By adding this additional feature in
the real world implementation the new goal to meet is € = 20q.

All things considering this suggests that it is at least not impossible that this scenario
is adequate from a privacy stand point. Rather, it seems pretty safe to say that
it is indeed possible to achieve full protection without loosing any performance.
Furthermore, € = 10 is definitely adequate which implies that complete protection
can be achieved with maximum 11% performance loss.
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Discussion

This chapter turns to analyse the system in more depth. The initial section examines
if additional performance could be gained if additional experiments were carried out.
After this the high false positive rate is analysed in order to understand this fallacy.
This is followed by an investigation into the interpretability of the model’s predic-
tions. The chapter is concluded with a number of visual examples to qualitatively
present how the model behaves.

5.1 The training progress reveals useful insights

The conducted experiments show that super human performance is achieved in the
conventional setting. Furthermore, it shows that even after federation and privacy
concerns the model performs at a clinically relevant level. This section intends to
analyse the training progress of the best models to investigate if it is possible to
gain even better performance.

5.2 Additional epochs, increased image size and
Focal Loss would improve performance

The first insight is gained from analysing Figure 5.1. This clearly shows that the
model has not actually fully converged. This suggests that the current best stand-
alone test performance of 0.83 dice would likely improve if additional epochs were
simply added.
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Training progress for the final conventional model
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Figure 5.1: The graph illustrates the training progress for the best stand-alone
model in the centralised setting, without postprocessing. The training progress is
illustrated as a 1000-point moving average and the validation progress as a 20-point
moving average to unveil the underlying trends. The model exhibits stable and
controlled convergence, with a rapid improvement in the initial stage. Although the
model was trained for 300 epochs there is still a slight trend that the performance,
both on the training and validation set, is still increasing. This suggests that even
better performance might be gained by adding additional epochs. Interestingly
the difference in mean training dice and median validation dice is relatively small,
which suggests that the model is not overfitting. This together with the fact that
performance has not plateaued even after this many epochs is likely a consequence
of the high level of augmentation used.

A second potential performance gain is suggested by the results in Figure 5.2. It
provides evidence to support that the gain from increasing the image size has not yet
been saturated. In other words, if a GPU with more RAM had been used such that
the image size could be further increased then it is likely that the final performance
would be better than it is now. Considering the large observed gains from increasing
the image size, see Table 4.1, this might actually be rather substantial.
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Finally, since Focal Loss was indeed shown to provide a small gain especially for the
hardest samples it is likely that the performance of the final model would increase,
had it been added on top of the L2 regularisation. Note that these two techniques
are not mutually exclusive, but this joint model was never examined in this study.

Performance gain for each 1% increase in image size

12 4 E [ncrease image size from 96 to 176
B [ncrease image size from 96 to 144
I ncrease image size from 144 to 176

Performmance increase (%)

25th percentile Median 75th percentile

Figure 5.2: From Table 4.1 it is clear that increasing the image size has a positive
effect on model performance. The three bar graphs illustrates how many percent
the model performance increased as the image size was increased by one percent. It
turns out that the return is only marginally diminishing as the input size is further
increased, which suggests that the model performance might have been even better if
the size had been increased to beyond 176. However, this becomes rather speculative
since it relies on only three data points. It is thus hard to quantitatively say how
much, if at all, this trend is true beyond the examined domain.

5.2.1 The federated model continues to improve even after
the local models have converged

A similar conclusion can be drawn when analysing the training progress of the best
federate model, see Figure 5.3. It shows that this model has not fully converged
either. In fact, the trend is more significant in this case than in the previously
discussed conventional case. This suggests that the final federation might actually

be able to perform better than the current 88.6% if it was allowed to run for more
rounds.
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Training progress for the best federated model
(relative to the conventional setting)
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Figure 5.3: The best federated model achieves 88.6% of the equivalent conventional
model performance, see Figure 4.5. However, as can be seen from the training

progress the model has not fully converged yet. This suggest that if more round of
federation had been used, even better performance might have been achieved.

An interesting insight concerning the federation is learnt from analysing the com-
plementary local training progresses, see Figure 5.4, for the best federated model.
It shows that even though the five local models seem to have converged in terms
of validation the joint model continues to improve. This is quite extraordinary
and suggests that the local models must contain complementary information that is
somehow useful for the global distribution.
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Training progress for the local models in the best global federated model
(relative to the conventional setting)
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Figure 5.4: The five local models that combine to become the best federated
model, see Figure 5.3, all exhibit similar training traits. Firstly, the local training
loss dramatically reduces after each round of global aggregation, which is to expect
since the next generation model is optimised for another distribution. However, the
local models quickly recover which creates the characteristic jagged pattern. Note-
worthy is that although the local models seem to converge in terms of validation
performance, the global model still shows an increasing trend, see Figure 5.3. This
suggests that the models contain complementary information that is useful for the
joint, global distribution even though they have been exhausted on their respec-
tive local distributions. Note that both the training and validation performance is
measured relative to the final validation performance of the equivalent conventional
model, hence the illustrated training progress in excess of 100%.

5.3 Excessive Differential Privacy leads to poor
performance due to unstable convergence

In the preceding chapter it was shown that federated models with high e-DP perform
on par with non-DP models, but that the performance deteriorates drastically if €
is decreased. See Figure 4.10. It is possible to gain some understanding as to
why this is the case by examining the respective training progresses, illustrated
in Figure 5.5. The experiments show that federated models trained with a high
degree of differential privacy converge in a more unstable manner, whereas the low
privacy models all converged monotonically. This tells us that the excessive noise
levels incurred by the high privacy setting leads to very noisy and inadequate model
updates, as expected.
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Training progress for the € =10 DP model
(relative to the conventional setting)
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(a) The global performance grows monotonically and in a stable manner.

Training progress for the € =5 DP model
(relative to the conventional setting)
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(b) The global model shows a much more unstable progress.

Figure 5.5: In Figure 4.10 is was shown that models with high levels of differential
privacy perform much worse. Additional insights are gained by analysing the respec-
tive training progresses. As seen the global model performance grows monotonically
for the differentially private model with ¢ = 10. The same is true for the models
with higher e as well, not shown. However, when increasing the level of privacy
to € = 5 or below then the training progress becomes much less stable due to the

excessive noise.
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5.4 The conventional model performs well in gen-
eral and poorly on very distinct subsets

From Figure 5.6 it is clear that the model in general performs well on most samples
in the test set. However, it also highlight the fact that the model is completely
useless for a small subset of samples. Luckily, this troubling behaviour can be
explained by examining the distribution in more detail as in Figure 5.7a and Figure
5.7b. With this detailed break down of performance by site and sub type it is plain
to see that most bad apples originate from very specific subsets of the data set.
Importantly it support the posed hypothesis that ambiguous tumour annotation
definitions is troubling. A real world implementation of inter-hospital collaboration
would thus have to focus on how to ensure high and consistent annotation quality
across institutions.

The final conventional model's performance on test data
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Figure 5.6: The histogram shows the performance of the best stand-alone model
in the centralised setting, without postprocessing, for each sample in the blind test
set. The distribution shows that the model performs well for most cases. However,
it has an abnormal peak at a worthless dice score close to zero. This suggests that
there are about 30 samples in the test set that are drastically different from those
found in the training set. This and other in-depth details are discussed in Figure
5.7.

Another insight from Figure 5.7a is that the different tumour sub types are indeed
perceived differently by the model. This is further supported by the fact that the
local models were superior to the non-IID equivalents, as discussed in Figure 4.4,
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since they were better at generalising to the global distribution. Conclusively this
implies that the demographic differences concerning the abundance of tumour sub
types indeed lead to a problematic non-IID situation for a federation. This supports
the methodology used in this study.

Final model performance by class Final model performance by data site
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(a) The model performs on average much (b) The model performs much worse on
worse on low grade Gliomas and Pitu- data that originates from the set referred
itary Adenomas. The performance on the to as TCGA Vallieres. The performance
other sub types is relatively consistent. on the other sites is relatively consistent,
Note that the test set only consists of a with a slight decrease on TCGA and BTP
single sample for the 'Other’ class. data.

Figure 5.7: The two box plots present a detailed breakdown of the test performance
for the best stand-alone model in the centralised setting, without postprocessing.
Most significant is the consistently low performance on the data from the set referred
to as TCGA Vallieres, which explains the abnormal peak at 0 dice score shown in
figure 5.6. This is likely a consequence of the fact that this data set only highlights
the enhancing region, compared to the other sites that mostly follow the 'whole
tumour’ convention - see Figure 3.4. Furthermore it is in line with theoretical
predictions that the model performs worse on low grade Gliomas, since these are
the most difficult sub types to accurately segment due to its diffuse boundaries.
The reasons behind the low performance on Pituitary Adenomas is likely because
this is the least occurring sub type, see Figure 3.1. On the same note it is also not
surprising that the model performs best on the In-House and BRaTS 2019 data,
since these data sets are the largest. Furthermore, regarding the In-House data it
is clear that the model performs better and more consistently on the Gamma Knife
samples, which is to expect since their annotation quality is expected to be higher.
Finally, the two figures show that there are good and bad apples at all sites and
all sub types, as seen from the consistently high and low maximas and minimas
respectively.
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Another interesting insight can be gained from Figure 5.8 which clearly shows that
the model tends to perform better on larger tumours. This is in line with the
intuition that small tumours are harder to spot. This correlation also provides
additional evidence to support that adding the Focal Loss would be very beneficial.

Final model performance by tumour volume
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Figure 5.8: Illustrated it the test performance for the best stand-alone model in the
centralised setting, without postprocessing. The graph visualises a 30-point moving
average to reveal the underlying trend. It clearly shows that the model performs
much better on larger tumours, as expected.

5.5 The false positive rate is relatively high, but
it might be overestimated

The perhaps most problematic part from the conclusion of the conventional exper-
iments is that the false positive rate is as high as 23.1%. This is of course very
troubling if the model is to be used in a clinical setting. However, by analysing each
individual false positive case a pattern starts to emerge that makes this less severe.
Firstly, as seen in Figure 5.9 the false positive predictions tend to be for very small
tumour volumes. This means that it is relatively easy to manually examine and
amend the false diagnosis in practice. Conversely, if the false predictions had been
all over the place instead it would be a tedious and laborious work to correct this.
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False positive predictions on healthy patients
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Figure 5.9: The final conventional model, with top-3 ensemble and post processing,
incorrectly diagnoses 23.1% of the healthy patients with tumours. However, all the
predicted tumours are very small and would thus be relatively easy to manually
verify and reject. See Figure 5.10 for a qualitative analysis of these cases. What is
worse is that the model does these false predictions with relatively high confidence.
The latter might be explained by the fact that the model confidence level is not well
calibrated, as discussed in Figure 5.13, which means that the confidence estimate
should not be taken too literally.

Furthermore, a qualitative visual scrutiny of these fallacies reveal more reassurance
of that the model is actually well behaving. See Figure 5.10 for representative
examples. The examination show that whenever the model incorrectly diagnoses
a healthy patient with brain tumours it usually does so based on some de facto
abnormality in the MRI scan. One possible reason for the high false positive rate
is thus that these abnormalities are actually tumours that the annotator missed.
Another perhaps more likely explanation is that the mislabelling occurred during
the data acquisition process. Bottom line is that, as discussed, since significant
amounts of noise exist in the used data set this is a very real possibility. If this is
not the case and the model is in fact incorrect in a medical sense, it is still reassuring
because it shows that the model tends to identify abnormal regions that at least to
a layman look like a tumour. This just means that the model has a high recall and
it is up to the doctor to weed out false cases based on subtle medical differences.
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False positive predictions tend to highlight abnormal regions
Original Incorrect prediction

Figure 5.10: The final conventional model, including top-3 ensembling and post-
processing, incorrectly diagnoses 23.1% of the healthy patients with tumours, as
discussed in Figure 5.9. However, these instances of false positives tend to actually
highlight abnormal regions - albeit not diagnosed as tumourous by the professional
ground truth, but for a layman it is difficult to make out the subtle difference. Al-
though this does not make up for the relatively high false positive rate, it at least
provides some reassurance that the model has a good capacity at identifying ab-
normal regions. A final note is that after manual verification of the used so called
healthy samples, the conclusion is that for several of these erroneous cases it is ac-
tually likely that the model is correct and that the ground truth is flawed due to an
error in the data collection process. The reported false positive rate is thus likely
slightly too pessimistic.
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5.6 Confidence and predictive ability is correlated,
but the model is excessively pessimistic

This section analyses the final model’s behaviour. More specifically, it investigates
how confident it is in its predictions. From Figure 5.11 it is clear that a majority
of predictions are actually made with a low confidence. Another interpretation of
this is that it is highly confident that it is not a tumour, which in this case are two
equivalent statements. Only on rare occasions does the model proclaim to be entirely
sure that it has found a tumour. The conclusion from the analysed histograms in
Figure 5.11 is thus that whenever the model predicts it does so being either very
sure that it is, or is not, a tumour. There is no middle ground.

The final model's confidence level in its predictions of tumourous regions
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Figure 5.11: From the left hand figure it is clear that a great majority of predictions
are actually made with a confidence close to zero. The right hand figure is shown
for clarity to highlight the high confidence behaviour. Again it is clear that most
model predictions are low confidence. However, as can be seen from the abnormal
peak at 100% confidence level the model is indeed highly confident at times.

Another even more interesting insight is provided by Figure 5.12. This analysis
shows that whenever the model is correct in its prediction, it was also very confident.
Similarly, whenever it was incorrect it was also very hesitant. This strong correlation
helps to explain why the postprocessing was shown to have such a positive effect.
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The final model's confidence level when it is actually correct or incorrect
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Figure 5.12: As suggested by the promising results of post processing, see Figure
4.1, the model exhibits a strong correlation between its prediction confidence and
its ability to be correct. The left hand graph shows that true positives are usually
very confident, conversely the right hand graph shows that the false positives are
made with very low confidence. However, as seen in Figure 5.13, this does not mean
that the confidence score should be taken to literally.

Once it is established that the correlation exist, it start to be interesting to analyse
this property quantitatively. The results from such an experiment is presented in
Figure 5.13. Based on this examination it is clear that model tends to be over-
confident in its prediction, in the sense that if it claims to be x % sure that it has
found a tumour the reality is that the likelihood of it actually being a tumour is
significantly less than x. This is the equivalent of having a doctor that is overly
pessimistic in its diagnosis. However, by having this empirical calibration curve it is
now possible to correct for this model bias thus providing increased interpretability
of its predictions.
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Confidence calibration
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Figure 5.13: From the discussion in Figure 5.12 it is established that there exists
a correlation between the confidence score and the ability to predict correctly. This
property can be quantified by analysing how often the ground truth for a pixel was
actually a tumour, as a function of how confidence the model was of the same. If
the model would be perfectly calibrated a confidence of x % would result in that x%
of those pixels are actually tumourous. However, as seen in the graph the model
exhibits a great overconfidence in its predictions since the empirical curve lies below
the ideal at all confidence levels. The model is only perfectly calibrated and thus
trustworthy whenever it is either 100 % sure that it is a tumour, or that it is not a
tumour. Importantly this calibration curve means that by setting the postprocessing
threshold at 80% we are in fact considering all pixels that have at least 25% chance
of being a tumour.

5.7 Qualitative illustrations of model behaviour

This last section is purely visual. The idea is to show a number of representative
cases that illustrates how the model behaves, in order to give some rough intuition
of its capabilities and drawbacks. For increased readability the more part of the
discussion and comments are provided directly in the captions.
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Ground truth

Prediction (Dice = 0.98) Ground truth Prediction (Dice = 0.09)

(a) The model can find large tumours.  (b) The model can find small tumours.

Figure 5.14: The model has the ability to accurately identify both large and
small tumours. However the recall is not always perfect - especially for tiny lesions,
illustrated in the right hand image where only two out of three tumours have been
found.

A discussed in section 3.2 the data set contains tumours with a wide array of different
characteristics. This implies that a well behaving model must be able to be diverse
enough to cope with all these differences. It turns out that the model is versatile
enough to accurately identify tumours that are both very small and very large, as
illustrated in Figure 5.14b and Figure 5.14a. Furthermore, the model can correctly
delineate even complex shapes, see Figure 5.15a, which proves that the model can
capture even subtle details.

Ground truth Prediction (Dice = 0.95)

Ground truth

Prediction (Dice = 0.95)

(a) The model can accurately outline (b) The model can accurately identify
even complex shapes. multiple tumours in the same patient.

Figure 5.15: The model has the ability to correctly identify several tumours in the
same patient. Furthermore, it can correctly provide the outline for even complex,
detailed tumour boundaries.

Another necessary trait for a clinically relevant model is that is must be able to
identify several lesions in a single patient, especially since Metastases tend to show
up in great numbers. The model does indeed exhibit this behaviour, see Figure
5.15b. However, in the specific case of multiple Metastases it proves to be more
challenging. This is because this usually coincides with the fact that the lesions are
very small, which as already discussed is a know fallacy for the model. However, the
model tends to find at least some of them, see Figure 5.16a. This might be considered
good enough since it at least makes the doctor vigilant of that the patient is not
healthy:.
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Prediction (Dice = 0.95)

Ground truth Prediction (Dice = 0.56) Ground truth

(a) The model identifies some, but not (b) The model has issues to accurately
all of the tumours. outline the peritumoral edema.

Figure 5.16: Although the model recall in general is good, it sometimes fails to
correctly identify all lesions in a patient. Furthermore, the model exhibits traits that
it has difficulties accurately identifying the exact peritumoral edema boundaries for
Gliomas. This is not surprising, since the edema is usually identified by medical
professionals using FLAIR or T2-weighted images and not the T1-weighted post
contrast used in this study. See Figure 3.3 for a discussion on the different MRI
sequences. Besides, the Glioma boundaries are known to be diffuse and difficult to
objectively determine in general.

A very important finding concerns the previously discussed annotation ambiguity.
Just as expected, the model exhibits some difficulties at accurately delineate the
peritumoral edema, see Figure 5.16b. This is not at all surprising since even med-
ical professionals can not always agree on where the edema ends, especially not
without also comparing to the FLAIR or T2-weighted images. A more positive no-
tion is that the model seems to have learnt what the majority decision is concerning
which annotation definition to use. As illustrated in Figure 5.17b the model has
correctly learnt that it should highlight the entire extent of the tumour, not only
the enhancing regions. Furthermore, this specific discrepancy might explain why
the model performs significantly worse on the TCGA Vallieres data set, discussed
and illustrated in Figure 5.7b. This proves that the model is robust to at least some
degrees of annotation ambiguity.

Besides the fact that annotation is ambiguous, there are also a significant number
of cases where the general annotation quality is just low. However, it turns out that
since a majority of samples are adequately annotated, the model has actually learnt
to correct these low quality cases. Two illustration of this is seen in Figure 5.17 and
Figure 5.18. This proves that the model is robust to at least some degrees of low
quality data.
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Ground truth Prediction (Dice = 0.65) Ground truth

(a) The model corrects inadequate (b) The model correctly highlights the
ground truth annotation by correctly entire extent of the tumour, not only the
identifying the entire tumour. enhancing region.

Prediction (Dice = 0.78)

Figure 5.17: Interestingly, the model shows evidence that it is able to correct in-
adequate ground truth annotations. As discussed in Figure 3.4 different institutions
and doctors use different definitions when providing the annotation, which leads to
an ambiguity. These illustrated examples show that the model is robust and able to
generalise across these discrepancies to some degree. It is also clear that the model
tends to annotate using the 'whole tumour’ definition, which is expected since the
majority of ground truths in the used data follow this convention.

Ground truth Prediction (Dice = 0.62)

Opticnerve
FOEB
06
: J - O
Jumour

Figure 5.18: In this case the ground truth incorrectly highlights the optic nerves,
which is an example of how low quality annotation exist in the data set. Due
to that the optic and cochlear (not shown) nerves are sensitive to radiation it is
common procedure to highlight these regions before Gamma Knife treatment. This
implies that the error is not actually an error in the medical sense, but it becomes
problematic from a Data Science perspective since the model is unaware of this.
However, as seen from the prediction the model has luckily learnt to disregard and
correct for this flaw.

Finally, there are of course also cases where the model does not do very well. In
fact, there are examples where it fails dramatically. One such case is illustrated
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in Figure 5.19a where the model has completely missed a very large, and visually
obvious tumour. Another mistake that occurs from time to time is that the model
incorrectly predicts that parts of the eyes are tumours, see Figure 5.19b. However,
these spectacular failures are thankfully very rare.

Prediction (Dice = 0.01) Ground truth Prediction (Dice = 0.03)

0225

Ground truth

0175
0150

V4 ."‘ 1 ! : .‘ J '-“ . : .
(a) The model fails to identify a very (b) The model accidentally predicts that
large tumour. the eyes are tumours.

Figure 5.19: These two examples show that the model at times performs very
poorly. It has dramatically failed to identify two large, and visually simple, tumours.
The right hand case illustrates another occurring flaw in that the model incorrectly
highlights part of the eyes as tumours due to the fact that they show up bright in
the image. However, both of these behaviours are rare. Besides, the error in Figure
5.19a might be explained by the fact that the image is actually a T2-weighted MRI
scan. This is yet another example of how occasional flaws exist in the data set due
to errors in the data collection process. Since the model is primarily trained to work
for T1-weighted post contrast images it is understandable that the performance on
other pulse sequences is inferior.
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Conclusion

In this chapter the concluding remarks derived from the study are presented. Their
possible real world implications and applications are discussed to tie back to the
purpose of the paper. Lastly, suggestions for future research areas are laid out based
on the findings of this study.

6.1 Conclusion

Similarly to previous studies it has been found that it is possible to create a cen-
tralised Deep Learning model with human level performance in terms of brain tu-
mour segmentation. The final model achieves a median dice score of 0.87 on the
blind test data. A more in depth analysis of the model performance reveal that the
major drawback is on small volume tumours, as expected. Additionally it has some
difficulties with accurately determining the peritumoral edema boundary. However,
this is likely due to the fact that the model is only allowed to view the T1-weighted
post contrast sequence when in reality doctors usually use FLAIR or T2-weighted
images for this task, since the edema shows up more clearly in such sequences.
Lastly, the model shows overconfidence in its predictions which leads to a relatively
high false positive rate of 23.1%. These false predictions tend to highlight de facto
abnormal tissue, albeit not tumourous. However, the distinction is very subtle and
the errors are in line with what a layman would likely do as well. The upside of this
model behaviour is that the recall rate is higher, meaning that it is more likely to
diagnose healthy patients with tumours than the other way around - which is the
lesser evil.

Moreover, others studies have mainly been focused on the BRaTS data set which
is significantly more homogeneous than the data set used in this paper. This study
thus provides a novel result in that it is indeed possible to create such a model that
can learn to generalise across different tumour sub types, institutions, annotation
protocols and MRI scanners. Importantly, this implies that a large scale collabo-
ration between hospitals is a feasible possibility. Another contribution, which is in
line with the findings from related areas of research, is that more data is better. It
was shown that by increasing the data set by a factor of five, the performance rose

by 47%.

Furthermore the experiments show that Federated Learning is a feasible method for
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creating a cross-hospital model. This moves such a collaboration from a theoretical,
idealistic vision to something that could actually be implemented in real life since
it circumvents the strict privacy regulations that hinder any traditional methods.
As highlighted in the theoretical review, there are still significant practical issues
that must be solved before a full scale medical federated system could be rolled out,
but this proof of concept has shown that it is at least doable in terms of model
convergence. Although the federated model in this study performs 11.4% worse
than the ideal, centralised model it is a significant 30% better than the current best
option, namely training a hospital unique stand-alone model. The conclusion in
terms of Federated Learning is thus that it is still not a perfected method by any
means, but it is the de facto best option for cross hospital learning. Lastly, the study
proposes a novel technique termed adaptive momentum which is shown empirically
to improve the previous state-of-the-art.

Finally, a few words on privacy. The approach in this study has been mostly the-
oretical in this regard, with the exception of implementing differential privacy. It
was shown that a federated model is not degraded in any way if moderate levels
(e > 20) of differential privacy are imposed. However, increasing the privacy into
the single digits render the model useless. This might be mitigated slightly if more
hospitals than just five are involved, but it proves that differential privacy in itself
is not the answer. Instead, the theoretical review suggests that it should be used in
conjunction with channel encryption, authentication, homomorphic encryption and
Shamir’s secret sharing. These are all additional layers of protection that can be
used without degrading model performance. Due to the sensitive nature of the data
involved, any real world application of federated brain tumour diagnostics should
use a mix of all these techniques in order to maximise both protection and perfor-
mance. This together with the empirical analysis of differential privacy leads to the
final conclusion that complete protection of the federated system can be achieved
with at most 11% performance reduction, but likely less.

6.2 Future studies

There are several intriguing possibilities for future research that are likely to improve
performance even further. Perhaps the most obvious one is to investigate other
model architectures and to perform an extensive hyperparameter search. Ideally
this grid search should be optimised for the federated setting directly, rather than
doing it on the centralised setting as in this study. Other low hanging fruits are
to investigate the use of even larger image inputs, N4-ITK bias field correction for
preprocessing and CRF for postprocessing. According to previous studies this is
likely to increase performance by a few percent. Since ensembling was shown to
work well it would be interesting to investigate if even better performance could be
gained by retraining several identical versions of the best model, but with different
initialisations, and ensemble these. Lastly, more experimental suggestions are to
examine using the VAE loss proposed by [4, 5] or to incorporate a lesion prior as in
[109]. A potential extension of the proposed lesion prior could be to use different
priors at each local client, thus mitigating some of the non-IID difficulties in FL.
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Although there is limited empirical evidence to support that these techniques provide
any significant performance, they make intuitive sense.

The qualitative analysis of the model performance revealed that the major issues
are to identify small tumours, accurately outlining the peritumoral edema and that
the model has a tendency to predict parts of the eyes as tumours. The edema
issue would likely be mitigated if other MRI sequences were included, especially T2-
weighted or FLAIR. In general it is intuitive that the performance would improve
if other MRI views or sequences are incorporated, since that means that the model
have access to the same information that doctors would analyse. The issue with
falsely predicting the eyes and missing tiny tumours might be solved by adding a
weighted loss function that punishes these mistakes harder. As discussed in the
theoretical review there are indeed several previous publications that advocate for
the use of such weightings. Another promising method designed for improving the
recall on small tumours is to implement an attention mechanisms as in [93].

So far all suggestions have been directed at improving the model performance, with-
out changing the setting. However, another relevant point to discuss is how to make
the solution more practically feasible. As discussed a major bottleneck is to collect
samples, while model performance is largely driven by the raw data size. This sug-
gests that more intelligent use of data is the best way forward. The theoretical review
makes it clear that there is no obvious way for how to leverage Transfer Learning in
this application, but it might be worth looking into in more depth for this reason.
Otherwise, using Model Genesis [106] is another promising proxy for TL. Further-
more, several papers show promising results using Curriculum and Active Learning,
as well as leveraging weakly annotated samples. All of these three methods would
reduce the resource requirement for gathering data significantly which motivates a
thorough examination of them.

Besides improving the general model architecture or the applications practical feasi-
bility, there are several intriguing possibilities that related directly to the federated
learning. Firstly, the fact that momentum was shown to work well suggests that
implementing a novel FedAvg analogue of the Adam optimiser would improve con-
vergence. Secondly, the perhaps most interesting solution to the non-IID issue is the
Agnostic FL model proposed by [74]. Due to the limited work on this topic it is not
yet practically feasible, but the method makes intuitive sense which suggests that
it is worth pursuing further. Lastly, in order to gain more understanding of how
the non-IID and heterogeneity impacts performs in FL it would be interesting to
replicate the same procedure as in this study but with other local distributions. To
get a baseline the experiment should first be replicated using the local I1D data sets,
since that would reveal to what extent the non-I1ID condition actually matters. Fur-
thermore the inter-hospital heterogeneity could be examined by splitting the data
according to the used annotation definition, the MRI scanner make, original data
source etc. Furthermore it is likely instructive to examine how the FL performance
is effected if the local data sets are not the same size, which was the case in this
study.
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A practical issue concerning the federated setting is that hospitals are autonomous,
meaning that the data scientist can not assume anything concerning the data quality
or availability. The latter motivates an examination of using vertical Federated
learning [39, 36], as opposed to the horizontal setting assumed in this study. This
would allow the model to train on whatever MRI sequences or views that happen to
be available at each location, rather than rejecting all patient cases that are do not
have for example T1-weighted post contrast images. Such a vertical setting would
thus mean that a larger proportion of available data can be used for training. Finally,
the data quality issue implies that future work should examine how the server can
selectively chose only well behaving local models, thus rejecting poor updates that
are caused by sub par data quality. Some preliminary studies on this are presented
in the theoretical review, but it is a relatively new area of research that will require
more extensive scrutiny.

A relatively weak part of this study is the extent to which differential privacy was
analysed empirically. It is likely that higher levels of privacy than € = 20 can be
achieved if this is examined more in depth. Future work should implement the
Moments Accountant discussed in the theoretical review to provide a tighter bound.
Furthermore it is likely that the level of DP can be increased if more clients are
used, since the average is taken over more samples. Another possible improvement
could be to add the Gaussian mechanism at each local gradient update instead of
to the entire model update, thus providing samples level DP rather than the more
restrictive client level case in this study.

Finally, it is necessary to briefly mention the commonly quoted argument against
using DL in medical applications, namely that it is a black box approach. As
discussed by [19] it is in all data scientists’ interest to investigate how these methods
can be motivated to sceptical patients, doctors and approving agencies such as the
FDA. Currently it is very difficult to get approval for clinical tests due to this reason
[19]. Consequently, this must be given more thought if we are to have any chance
of moving from research to real world use cases. This is probably the most difficult
of all issues left to solve. One step in the right direction might be if we could ensure
that models are properly calibrated, as opposed to the result in Figure 5.13. By
incorporating an explicit loss that punishes bad calibration it might be possible to
make the model more trustworthy, in the sense that the model predictions could be
taken more literally. Although this does not solve the black box issue it at least
ensures that the model output is more interpretable.
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