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Abstract

Purpose Probe-based confocal laser endomicroscopy (pCLE) enables in vivo, in situ tissue characterisation without changes
in the surgical setting and simplifies the oncological surgical workflow. The potential of this technique in identifying residual
cancer tissue and improving resection rates of brain tumours has been recently verified in pilot studies. The interpretation of
endomicroscopic information is challenging, particularly for surgeons who do not themselves routinely review histopathology.
Also, the diagnosis can be examiner-dependent, leading to considerable inter-observer variability. Therefore, automatic tissue
characterisation with pCLE would support the surgeon in establishing diagnosis as well as guide robot-assisted intervention
procedures.

Methods The aim of this work is to propose a deep learning-based framework for brain tissue characterisation for context
aware diagnosis support in neurosurgical oncology. An efficient representation of the context information of pCLE data
is presented by exploring state-of-the-art CNN models with different tuning configurations. A novel video classification
framework based on the combination of convolutional layers with long-range temporal recursion has been proposed to estimate
the probability of each tumour class. The video classification accuracy is compared for different network architectures and
data representation and video segmentation methods.

Results We demonstrate the application of the proposed deep learning framework to classify Glioblastoma and Meningioma
brain tumours based on endomicroscopic data. Results show significant improvement of our proposed image classification
framework over state-of-the-art feature-based methods. The use of video data further improves the classification performance,
achieving accuracy equal to 99.49%.

Conclusions This work demonstrates that deep learning can provide an efficient representation of pCLE data and accurately
classify Glioblastoma and Meningioma tumours. The performance evaluation analysis shows the potential clinical value of
the technique.

Keywords Brain tissue characterisation - Image and video classification - Deep learning

Introduction

Biophotonics techniques such as probe-based confocal laser

endomicroscopy (pCLE) have enabled direct visualisation

59 Stamatia Giannarou of tissue at a microscopic level, with recent pilot studies
stamatia.giannarou @imperial.ac.uk suggesting it has a clear role in identifying residual can-
cer tissue and improving resection rates of brain tumours
[16]. However, the interpretation of endomicroscopic infor-
mation remains challenging, particularly for surgeons who do
not themselves routinely review histopathology. Also, even
among experts, the diagnosis can be examiner-dependent,
leading to considerable inter-observer variability. Automatic
tissue characterisation with pCLE, based on a database of pre-
viously annotated data by expert physicians with diagnosis
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confirmed by histology, would support the surgeon in estab-
lishing diagnosis and could also guide autonomous robotic
tissue scanning to focus locally on pathological areas.

State-of-the-art computer-aided diagnosis (CAD) systems
designed for the analysis of pCLE data have mainly focused
on the classification of colonic cancers. A content-based
image and video retrieval framework based on the Bag-of-
visual Words (BoW) approach has been proposed in [2] for
the differentiation of neoplastic and benign colorectal polyps.
A local dense multiscale image descriptor has been intro-
duced to extract a set of features which are clustered into
a number of “visual words”, whose frequencies build the
image signature. The similarity between two images can be
estimated by calculating the distance between their signa-
tures. This image retrieval method has been extended for
video retrieval by relying on the coarse registration of images
taken at different times. Clinical evaluation of this framework
presented in [1] shows that automated classification of pCLE
videos of colonic polyps achieves high performance, com-
parable to off-line diagnosis of pCLE videos established by
expert endoscopists. The above video retrieval framework
has been extended in [3] to include high-level knowledge
for the pathological interpretation of pCLE images. For that
purpose, binary semantic concepts commonly used by expert
endoscopists to diagnose pCLE videos of colonic polyps have
been extracted and used as additional information that com-
plements the visual outputs of the retrieval framework.

Recently, approaches to content-based image retrieval of
pCLE data have focused on learning discriminative visual
features to improve the retrieval accuracy. In [10], a Multi-
View Multi-Modal Embedding (MVMME) framework has
been proposed to learn discriminative features of pCLE
videos by exploiting both mosaics and histology images.
Visual features were extracted from the pCLE mosaics using
multiple operators such as SIFT and HOG and a mapping
from these features to a latent space was learned in a super-
vised way to generate robust latent features which are more
discriminative than unimodal features from mosaics alone.
This work has been extended in [9] where an unsupervised
multimodal graph mining (UMGM) approach has been pro-
posed to learn the discriminative features for pCLE mosaics
of breast tissue. A multiscale multimodal graph is built based
on pCLE mosaics and histology patches, and a latent fea-
ture space is created to learn discriminative features without
supervision.

Wan et al. [22] extended the content-based image retrieval
framework proposed in [2] using an efficient feature encod-
ing scheme based on codeword proximity. A set of keypoints
has been uniformly sampled from the pCLE images, and dif-
ferent state-of-the-art descriptors such as SIFT and FREAK
have been used to describe the keypoints. The keypoint
descriptors are encoded with the proposed linear locality con-
straint (LLC) scheme which exploits spatial locality of the
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visual features instead of the hard quantization employed in
BoW-based approaches. The above framework was applied
for the characterisation of brain tissue. A support vector
machine (SVM) classifier was used to classify from pCLE
images two types of commonly diagnosed brain tumours,
namely Glioblastomas and Meningiomas. This work has
been extended in [12] by exploring more encoding schemes
for data description and using a majority voting-based clas-
sification scheme for video classification.

The above CAD systems are composed of three main
steps, namely visual feature extraction, feature encoding, and
supervised classification. The performance of these systems
relies on the design of handcrafted morphological or textural
descriptors, capable of extracting discriminative image fea-
tures which could facilitate the classification task. However,
the selection of efficient features is problem-dependent and it
is not easy to find a generic feature extraction method which
can perform equally well in different applications. Hence,
the above CAD systems can have significant performance
variations depending on the data and the surgical context.

Recently, significant progress has been made in image fea-
ture extraction and representation, mainly due to the revival
of deep learning models such as convolutional neural net-
works (CNN). These architectures enable the learning of
data-driven and highly representative image features from
a large set of training data. This alleviates the need to design
explicit handcrafted image features and also allows the fea-
ture extraction, encoding and classification tasks to be done
within the optimisation of the same deep architecture. Hence,
the network performance can be easily tuned, in a systematic
fashion.

The success of deep learning models in general com-
puter vision tasks has motivated their application to medical
image analysis [20]. More specifically, they have been used
to detect and segment organs from multiple imaging modali-
ties [4,6], semantic segmentation in histological images [23],
multimodal registration, image super-resolution, image clas-
sification [15] and workflow analysis [21]. Deep learning has
also gained a lot of attention for the design of CAD systems,
focusing on abnormality detection and tissue state classifi-
cation [5,17]. CNN models have been extensively employed
for this purpose and extract image features either by training
the models from scratch or using transfer learning when a
limited number of training data is available. Transfer learn-
ing has shown promising performance and extracts image
features using off-the-shelf CNNs pre-trained on different
data (such as natural images) or performing pre-training of
the models on big datasets and then supervised fine-tuning
on medical data.

The aim of this paper is to propose a brain tissue char-
acterisation framework for context aware decision support
in neurosurgical oncology. This will be part of a platform
which can extract, interpret and use context information to
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provide the surgeon with a set of clinical actions that can
be made in the current situation and guide intraoperative
resection. The context in our case refers to the discriminative
information which is extracted from the pCLE data and is
used to characterise the state of the tissue. In particular, we
focus on the classification of brain tumours into Glioblastoma
and Meningioma which are the most common malignant and
benign tumours, respectively, in neurosurgery. Our classifi-
cation is based on the analysis of endomicroscopic data, and
we propose two deep learning-based frameworks for the clas-
sification of image and video pCLE data. To the best of our
knowledge, this is the first work on brain tissue characterisa-
tion based on deep learning. The novel aspects of our work
include:

— An efficient representation of the context information of
pCLE images by exploring state-of-the-art CNN models
and proposing different tuning configurations. The best
configurations have been selected and used to classify
image and video data into the above tumour types.

— A novel video classification framework based on the
combination of convolutional layers with long-range
temporal recursion to estimate the probability of each
tumour class.

— A set of network architectures and video segmentation
methods which has been combined with different pCLE
data representations to increase the video classification
accuracy.

The proposed framework has been validated on ex vivo
pCLE data and has been compared to state-of-the-art brain
tumour classification approaches. The performance eval-
uation analysis shows the potential clinical value of the
proposed framework.

Methods

In this work, we propose two deep learning-based frame-
works for brain tissue characterisation based on the classifi-
cation of image and video pCLE data into two tumour types,
namely Glioblastoma and Meningioma.

Image classification

Our image-based tissue characterisation approach employs
convolutional neural networks for context representation and
classification of pCLE images. A CNN for classification can
be thought of as the composition of a number of convolu-
tional functions f(x) = fr(... L(f1(X; W1); W2)...; W),
where L is the number of layers, X is an input image and
w = [wyq, ..., wp] are the network parameters learned dur-
ing training. The convolutional operations are applied using

a sliding window over the image to detect generic features.
The convolutions are followed by a nonlinear function, the
Rectified Linear Unit (ReLU), applied to each element of
the convolution output. The feature map extracted at each
layer becomes input for the next layer. In order to reduce
the dimensionality of the extracted features, the maps from
each convolution are downsampled through a max-pooling
layer which keeps the maximum value of the features in the
pool. After the convolution and pooling layers, fully con-
nected layers are introduced where each pixel is considered
as a separate neuron just like a regular neural network. The
final fully connected layer has the same number of outputs
as the number of labels in the classification task and those
values represent the likelihood of each label, estimated using
the softmax function.

In this work we employ three state-of-the-art CNN archi-
tectures namely, the AlexNet [14], the VGG16 [18] and the
Inception-v3 [19] to classify two types of brain tumour. The
AlexNet is an eight-layer CNN which is composed of 5 con-
volutional layers followed by 3 fully connected layers. The
VGG16 network is much deeper, consisting of 13 convo-
lutional layers and 3 fully connected layers. We cluster the
convolutional layers into 5 groups which are separated by
max-pooling layers as shown in Fig. 1. In the rest of our
analysis, we denote the convolutional layer groups as convl,
conv2, ..., conv5 and the fully connected layers as fc6, fc7,
fc8. The Inception is a fully convolutional network including
various Inception modules with parallel structure. Different
to AlexNet and VGG16, which have 3 fully connected layers
at the end, the Inception network has only one fully con-
nected layer combined with a softmax layer. As we only
need to differentiate two types of tumour, we change the out-
put of the last layer in the above networks from 1000 to 2.
Also, since these networks require colour images as input
and the endomicroscopic data in our dataset is greyscale, we
simply copy the grey values to the second and third channel
to produce 3-channel input images.

Upon initialization, a CNN is simply a function which
through numerous operations transforms highly dimensional
data into several numerical values which at this point are
random. It is through training that the model function z =
f(x; w) learns to achieve a desired goal. More specifically,
during training the parameters w are learned by evaluating
the performance of the network using a loss function which
in the case of classification is directly related to the proba-
bilities allocated to the correct classes. In this work, in order
to efficiently represent the endomicroscopic data, we choose
not to train our CNNs from scratch or fine-tune all the layers.
Instead, we propose two approaches to tune the above CNN
architectures.

In the first approach, called feature extractor, we randomly
initialise the weights and biases of several of the 8 layer
groups and then train those variables as usual. More specifi-
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Fig.1 Layer clustering in the employed CNN architectures. a AlexNet, b VGG16

cally, we tune the first (8 —n), (n =1, 2, 3, ..., 8) layers
using parameters from pre-trained models and do not update
them during training. The rest n layers are initialised ran-
domly, with the weights sampled from Gaussian distributions
and the biases set to a constant value. Another approach is
the fine-tuning, where we initialise the weights and biases of
some trainable layers from pre-trained models and then fine-
tune those values using a smaller learning rate. Similar to the
above tuning approach, we copy to the first (8 —n) layers the
weights and biases of the employed CNN models pre-trained
on the ImageNet dataset and do not update them during train-
ing. For the later n layers, we transfer the pre-trained values
and update them at a learning rate equal to the 1/10th of
the pre-training rate [8] as pre-training has already provided
good initialisation for those layers. The parameter # is here
referred as the tuning depth. Since the Inception network has
a different architecture, we retrain only the final fully con-
nected layer which corresponds to tuning depth n = 1.

For the last layer of both architectures, we cannot use the
values from pre-trained models since fc8 has been modified

@ Springer

to fit our binary classification task. So, the last layer is always
randomly initialised in both approaches. Training the CNN
from scratch is a special case of the feature extractor method
where we optimise all the layers. The case of fine-tuning all
the layers is covered when we use the fine-tuning approach
with tuning depth n = 8.

Video classification

For the classification of video pCLE data, we use a deep
learning architecture which combines convolutional layers
and long-range temporal recursion. Specifically, we extract
visual features from a set of consecutive endomicroscopic
images using a CNN network and then feed the ordered
feature sequences to a recurrent neural network (RNN) to
perform classification. At the end of the network, a fully
connected layer with softmax is included to generate a pre-
diction about the tumour class. An outline of the proposed
architecture is shown in Fig. 2.



International Journal of Computer Assisted Radiology and Surgery (2018) 13:1187-1199

1191

Input

CNN

feature vectorg

l l

RNN ISTM —— ISTM — ISTM ——> =++ —— [STM
Classification
Output Glioblastoma

/Meningioma

Fig.2 Overview of proposed approach for video classification. The LSTM in the green box may contain more than one LSTM layers

To extract visual features from the pCLE images, we
employed the same CNN models that were used for image
classification. For temporal recursion, we use the long short-
term memory (LSTM) network [11]. We explore 3 different
architectures with different width (number of hidden units)
and depth (number of LSTM layers), namely the Standard
LSTM with 2 LSTM layers, the Wide LSTM with only one
but wider layer and the Deep LSTM of 3 layers as shown in
Fig. 3.

In this work, we test two different configurations to
combine the CNN and the LSTM networks, namely the
Before-Final-fc (BFF) and After-Final-fc) (AFF). In the for-
mer configuration, we pass to the LSTM network the input
of the final fully connected layer. This is a feature vector
of length 2048, 4096, 4096 for the Inception network, the
AlexNet and the VGGNet, respectively. In the latter config-
uration, the input of the LSTM network is the output of the
last fully connected with softmax layer of the CNN network
which is a vector of size equal to the number of classes in
the classification task and represents the predictions of the
classes.

The above architecture is different to the long-term recur-
rent convolutional networks proposed in [7] as our visual
feature extraction is not based on the hybrid CaffeNet and
ZFNet model. Also, the LSTM configuration in [7] includes
only one layer with different number of hidden units. In our
framework, we train the CNN and LSTM networks sepa-
rately rather than training the architecture end-to-end which
provides a more efficient training and allows us to train the
LSTM with various features. Finally, our final prediction is

based on the probability at time step T while [7] is using the
average of all label probabilities from time step 1 to T.

Experiments

In this section, we first describe the preprocessing steps that
we apply on our endomicroscopic data. Then we evaluate the
performance of the proposed image and video classification
methods.

Data preprocessing

The validation of the proposed classification framework is
based on ex vivo pCLE data of Meningioma and Glioblas-
toma brain tumours, collected during brain tumour resection
procedures at the Merheim Hospital in Germany. The exam-
ined tissue samples were scanned in the surgical theatre next
to the patient, immediately after removing the tumour. As
contrast agent, acriflavine hydrochloride AF from Sigma
Pharmaceuticals, Victoria, Australia, was used. The data
were collected using the Cellvizio system (Mauna Kea Tech-
nologies, Paris, France) and were classified into the above
two types by expert histopathologists. Each pCLE video
represents one tumour type and corresponds to a different
patient. Our dataset is a subset! of the dataset used in [22]
and includes 16 videos for Glioblastoma and 17 for Menin-

I Due to data ownership reasons, only a subset of the data used in [22]
was made available to us and was used for our experimental results.
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Fig.3 LSTM architectures with different width and depth

gioma, with 25,000 frames in total (13,862 for Glioblastoma
and 11,616 for Meningioma). Sample frames of our data are
shown in Fig. 4. The frames of our dataset are rectangular
images of size 464 x 336. As the employed CNNs require
square images as input, we first centrally crop the pCLE
images into images of size 336 x 336 by removing the black
area on their left and right site and then resize them into the
appropriate size for each network (227 x 227 for AlexNet,
224 x 224 for VGGNet, and 299 x 299 for Inception).

For the video classification approach, to expand the dataset
for both training and validation, we segment the videos into
short video clips. The proposed video classification frame-
work is tested using overlapping and non-overlapping video
clips. In the non-overlapping case, no frame appears in two
video clips at the same time as shown in Fig. 5a. Overlapping
video clips are generated as shown in Fig. 5b by shifting the
frame selection block by one frame at a time. In both types of
clipping, we ensure that no video clip contains frames from
two different videos.

To evaluate the performance of the different models and
configurations proposed in this work, we split the dataset
into 3 parts, namely the training set (66%), the validation
set (17%) and the test set (17%). The training set is used to
fit the parameters of each model while the validation set to
compare their performance and decide which model to select.
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The performance of the selected models is then assessed on
the test set. To ensure independence of each set, we perform
patient-level (i.e. video-level) splitting and no frame from
one set ends up on the other sets. To eliminate data splitting
bias we employ sixfold cross-validation, where the test and
validation sets are selected such that they are different for
each run, while the rest of the dataset is used for training.
The size of the test set for each fold during image and video
classification is shown in Table 1. The test set size for each
fold changes slightly because of our video-level splitting. All
experiments report average classification performance on the
sixfold.

Image classification

The hyperparameters we apply when training our models are
those used for AlexNet in [14]. The AlexNet and VGG16
models are trained for 1000 iterations (approximately 10
epochs depending on the size of the training set), using gra-
dient descent with mini-batch size 128. The learning rate is
fixed to 0.01 for the feature extraction method, while for the
fine-tuning it is 10 times smaller, i.e. 0.001. Our network
minimises the cross-entropy loss function during the train-
ing optimisation process. For the Inception network, we set
the number of training iterations to 4000. The last layer is
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Fig.5 Video dataset expansion. (a)
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Table T Test set size, in number gy, g Fold1  Fold2  Fold3  Fold4  Fold5  Fold6  Total
of frames and clips, for each
cross-validation fold during Image classification 4384 4500 4208 4552 3812 4002 25478
image and video classification, . . .
respectively Video classification

Overlapping 4149 4265 4040 4270 3530 3673 23,927
Non-overlapping 88 92 86 93 78 80 517

retrained using the gradient descent optimiser with learning
rate 0.01, batch size 100 and cross-entropy as the loss func-
tion. We use the TensorFlow framework to train our models.

To constrain the set of classification models for validation,
we first assess the performance of all possible combinations
of tuning methods and tuning depths proposed in “Image
classification” section without cross-validation, to select the
best classifiers. We refer to tuning depths n = 1, 2 as shallow
tuning, n = 3, 4, 5, 6 as medium tuning and n = 7, 8 as deep
tuning. The models with the best performance were the (a)

Alex extract n = 5, (b) Alex tune n = 5, (c) Alex tune n =
3,(d) VGG tune n = 5, (e) VGG tune n = 3. These models
together with the Inception fune n = 1, were selected for
further performance evaluation with sixfold cross-validation.

The performance of the selected models on the validation
and test datasets is shown in Table 2, and their classification
accuracy is compared in Fig. 6. From the above results, it
can be seen that the best configuration for the AlexNet is
the feature extractor with tuning from conv4 to fc8, achiev-
ing 97.97% classification accuracy on the test set. For the
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Table 2 Image classification

cross-validation results on the Dataset Configuration Accuracy TPR FPR Precision F| measure
validation and test sets Validation ~ Alex extract n = 5 0.9813 0.9857  0.0216  0.9732 0.9790
Alex tunen =5 0.9783 0.9836 0.0253 0.9687 0.9757
Alex tunen =3 0.9791 0.9810 0.0221 0.9728 0.9766
VGG tunen =5 0.9830 0.9875 0.0200 0.9748 0.9807
VGG tunen =3 0.9831 0.9812 0.0145 0.9815 0.9811
Inception tune n = 1 0.9631 0.9730 0.0440 0.9481 0.9598
Test Alex extractn =5 0.9797 0.9824 0.0218 0.9735 0.9775
VGG tunen =3 0.9851 0.9803 0.0106 0.9871 0.9834
Inception tune n = 1 0.9661 0.9718 0.0375 0.9552 0.9629

Bold value indicates the best models with the highest accuracy

1.00

0.99 1
0.98 1
0.97
0.96 4
0.95 -
>

Fig.6 Image classification accuracy of sixfold cross-validation on the
validation set. Error bars represent the 95% confidence interval of mean
accuracy

Accuracy

VGGNet, the fine-tuning with tuning from fc6 to fc8 is the
best with 98.51% classification accuracy on the test set. The
Inception network has the lowest accuracy, equal to 96.61%.
It is also clear from Fig. 6 that the VGG fune n = 3, with the
highest accuracy and lowest variance, outperforms the other
models.

In general, as we increase the depth of tuning n, the fea-
tures tend to be more low-level. The above results indicate
that model tuning of medium depth can generate discrimi-
native features and provide an efficient representation of our
pCLE data. This enables the selected classifiers to recog-
nise the delicate difference between the two tumour types
and generate accurate predictions. In our classification task,
deep tuning results in lower classification accuracy possibly
due to the relatively small size of our training dataset. In the
above analysis, we observe that the AlexNet works better
with the feature extractor tuning method while the VGGNet
achieves more accurate results using the fine-tuning method.
This shows that loading pre-trained weights helps the con-
vergence of deeper and complex networks. Since pCLE data
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are very different from the dataset used for pre-training, ran-
dom initialisation can generate efficient data representation
when used with simple networks such as the AlexNet.

Video classification

To extract visual features for video classification, we selected
the CNN models that performed the best in the image classi-
fication task, namely the Alex extract n = 5, the VGG tune
n = 3 and the Inception fune n = 1. To train the LSTM
model, we set the batch size to 32 and use the Adam method
[13] for optimisation with the default values proposed in [13].
The training epoch is 4 for the overlapping video clip case
and 80 for the non-overlapping case. The cross-entropy is
still used as our loss function.

For evaluation, we use fixed-length video clips, 48 frames
long and report the accuracy of classifying video clips rather
than entire videos. The different CNN-LSTM combination
approaches (BFF and AFF), video segmentation methods
(overlapping and non-overlapping video clips) and LSTM
configurations (Standard LSTM, Wide LSTM, Deep LSTM)
result in 36 models which are evaluated on the validation
dataset and compared in Fig. 7. Detailed performance evalu-
ation results are presented in Table 3. As it can be observed,
all the models are able to achieve accurate predictions with
classification rate higher than 95%. The configuration AFF
overlapping seems to perform the best and for the VGGNet
model with deep LSTM achieves 99.49% accuracy on the
test dataset. The superior performance of our video classifi-
cation framework verifies that temporal information assists
the classification of pCLE data.

From the performance evaluation results in Table 3, it
can be deduced that the AFF configuration outperforms the
BFF. This is because in the BFF configuration the RNN has
to learn what the fully connected layers at the end of the
CNN are already doing, namely mapping the feature vector
to a prediction. On the other hand, the AFF directly inputs
to the LSTM of the probabilities of two classes and then
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Table 3 Video classification

cross-validation results on the CNN Dataset Configurations Video classification
validation and test set Standard Wide Deep
AlexNet Validation BFF overlapping 0.9893 0.9887 0.9912
BFF non-overlapping 0.9924 0.9928 0.9924
AFF overlapping 0.9875 0.9903 0.9911
AFF non-overlapping 0.9886 0.9943 0.9871
Test AFF non-overlapping 0.9866 0.9828 0.9888
VGGNet Validation BFF overlapping 0.9916 0.9937 0.9939
BFF non-overlapping 0.9927 0.9926 0.9927
AFF overlapping 0.9899 0.9925 0.9952
AFF non-overlapping 0.9842 0.9888 0.9945
Test AFF overlapping 0.9918 0.9949 0.9949
Inception Validation BFF overlapping 0.9715 0.9659 0.9729
BFF non-overlapping 0.9510 0.9550 0.9648
AFF overlapping 0.9768 0.9791 0.9782
AFF non-overlapping 0.9669 0.9656 0.9776
Test AFF overlapping 0.9782 0.9858 0.9836

Bold value indicates the best models with the highest accuracy

the LSTM is trained to learn the connections between the
different frames. Since the CNN already obtains very accu-
rate results through prior training, the LSTM based on AFF
further leverages the predictions from the neural network
and achieves very good classification accuracy. The different
video-clip generation types achieve very similar performance
which indicates that extending the size of the training dataset
with overlapping clips does not improve the classification
accuracy significantly. As for the architecture of the LSTM,
wide architectures are able to achieve slightly greater per-
formance in most situations verifying that they are better at
sequence learning.

The qualitative performance evaluation results in Fig. 8
for VGG tune n = 3, the best video classification configura-

tion, show that the proposed framework can correctly classify
challenging data such as the frames in Fig. 8a, ¢ which are
not very similar to the typical tumour class data. However,
when the appearance of the data differs significantly from the
typical tumour class appearance, such as in Fig. 8b or when
the data quality is impaired as in Fig. 8d, the proposed video
classification fails.

The performance of our proposed video classification
framework has also been compared to score averaging and
majority voting of the image classification results on the same
temporal window for the non-overlapping and overlapping
dataset segmentation methods. Score averaging is done by
averaging the output of the softmax layer for each frame on
the temporal window and using this average for class pre-
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Fig. 8 Qualitative results from our video classification using VGG
tune n = 3 for feature extraction, AFF combination, overlapping seg-
mentation and deep LSTM. a True negative. True label: Glioblastoma,
prediction: Glioblastoma. b False positive. True label: Glioblastoma,

i Cellvizio' #Cellvizio'

# Cellvizio® # Cellvizio®

) <.
# Cellvizio®

#Cellvizio' # Cellvizio’

prediction: Meningioma. ¢ True positive. True label: Meningioma,
prediction: Meningioma. d False negative. True label: Meningioma,
prediction: Glioblastoma

Table 4 Classification accuracy

. . Dataset Configurations Score averaging Majority voting

of score averaging and majority

voting of the image Inception  AlexNet VGGNet Inception  AlexNet VGGNet

classification results on the o ]

original dataset Validation ~ Overlapping 0.9790 0.9901 0.9948 0.9780 0.9902 0.9939
Non-overlapping ~ 0.9775 0.9910 0.9945 0.9775 0.9910 0.9945

Test Overlapping 0.9853 0.9928 0.9952 0.9838 0.9927 0.9943

Non-overlapping ~ 0.9873 0.9923 0.9964 0.9873 0.9923 0.9964

diction. Majority voting refers to averaging over the class
predictions for each frame on the temporal window.

Asitis shown in Table 4, for video sequences which repre-
sent a single tumour class, these approaches can achieve high
classification accuracy, comparable to our proposed video
classification. However, in practice, during tissue scanning
the pCLE video data might contain frames from multiple tis-
sue classes (for instance, healthy tissue and tumour). Since
our dataset does not include healthy tissue pCLE data, to

@ Springer

simulate the above scenario, we generated using our orig-
inal dataset, video sequences containing frames from both
tumour classes and evaluated the classification accuracy of
the above three approaches.

The mixed video sequences were created following two
different frame mixing rules, namely regular replacement
and group replacement. In the former case, a mixed video
sequence is generated by replacing, in the original sequence
in regular intervals, a number of frames with random frames
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of the opposite tumour class. In the latter case, a group of con-
secutive frames is replaced considering temporal windows of
the same size as our video clips. In addition, different percent-
age of replaced frames were considered. For example, a video
clip with regular replacement of (2/12) *« 100% Meningioma
(MEN) frames on a Glioblastoma (GBM) sequence would
have the following structure [10GBM, 2MEN, 10GBM,
2MEN, 10GBM, 2MEN, 10GBM, 2MEN], while the group
replacement would result in [40GBM, 8MEN]. By consider-
ing overlapping video clips in our performance evaluation,
we introduce randomness in the distribution of the replaced
frames in the examined temporal window.

The superiority of our proposed video classification
approach compared to score averaging and majority vot-
ing of the image classification results is shown in Table 5.
The improvement in the classification accuracy provided by
our framework is more significant when the percentage of
replaced frames is high. Also, from the above performance
evaluation study it can be deduced that the frame mixing
rule does not affect the classification performance signifi-
cantly. The performance of our proposed video classification
is higher when non-overlapping video clips are used for
video segmentation. This is because in that case the LSTM
learns the temporal pattern of the replaced frames which is
consistent among the datasets. This also explains the good
performance of the BFF configuration in the non-overlapping
case which is comparable to the AFF configuration.

From the above performance evaluation study, we can
deduce that our deep learning-based frameworks can provide
an efficient representation of the pCLE data and accu-
rately classify Glioblastoma and Meningioma tumours. The
proposed image classification approach with 98.51% classifi-
cation accuracy outperforms the feature-based brain tumour
classification approach presented in [22] with close to 90%
accuracy and in [12] with 84.32%. The combination of
the VGGNet and LSTM networks for video classification
achieves improved performance with classification accuracy
equal to 99.49%. These results verify the potential of deep
learning-based methods in classifying pCLE data, with sig-
nificant gain in classification accuracy.

The average running time of our image classification on
a GTX 1080 Ti GPU for the AlexNet, the VGG16 and the
Inception network is 3.5, 9 and 25 msec, respectively. Our
video classification based on pre-computed features (e.g.
AFF with VGG) runs at about 1 s.

Conclusions

In this work, we have proposed a deep learning-based brain
tissue characterisation framework which can classify brain
tumours into Glioblastoma and Meningioma based on the
analysis of pCLE image and video data. For image classifica-

@ Springer

tion, an efficient representation of the context information of
pCLE images has been proposed by exploring different CNN
models and tuning configurations. Our video classification is
based on a novel combination of convolutional layers with
long-range temporal recursion to estimate the probability of
each tumour class. The proposed deep learning-based image
classification approach with 98.51% classification accuracy
outperforms state-of-the-art feature-based brain tumour clas-
sification methods. The use of video data further improves the
classification performance with accuracy equal to 99.49%.
These results verify the potential of deep learning-based
methods in classifying pCLE data, with significant gain in
classification accuracy. The focus of our future work is to
build up a decision support platform which can characterise
different states of brain tissue. For this purpose, more brain
tissue classes will be examined with pCLE data collected
during intraoperative tissue scanning using a contrast agent
which has been approved for use in humans.

Acknowledgements The authors are grateful for support from the
Royal Society, the Hamlyn Centre for Robotic Surgery, Imperial Col-
lege London and the Institute of Global Health Innovations (IGHI),
Imperial College London.

Funding Dr. Stamatia Giannarou is supported by the Royal Society
(UF140290).

Compliance with ethical standards

Conflict of interest The authors declare that they have no conflict of
interest.

Ethical approval All studies on human subjects were performed accord-
ing to the requirements of the local ethic committee and in agreement
with the Declaration of Helsinki.

Informed consent Informed consent was obtained from all individual
participants included in the study.

Open Access This article is distributed under the terms of the Creative
Commons Attribution 4.0 International License (http://creativecomm
ons.org/licenses/by/4.0/), which permits unrestricted use, distribution,
and reproduction in any medium, provided you give appropriate credit
to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made.

References

1. André B, Vercauteren T, Buchner AM, Krishna M, Ayache N,
Wallace MB (2012) Software for automated classification of probe-
based confocal laser endomicroscopy videos of colorectal polyps.
World J Gastroenterol 18(39):5560-5569

2. André B, Vercauteren T, Buchner AM, Wallace MB, Ayache N
(2011) A smart atlas for endomicroscopy using automated video
retrieval. Med Image Anal 15(4):460-476


http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

International Journal of Computer Assisted Radiology and Surgery (2018) 13:1187-1199

1199

10.

11.

12.

13.

André B, Vercauteren T, Buchner AM, Wallace MB, Ayache N
(2012) Learning semantic and visual similarity for endomicroscopy
video retrieval. IEEE Trans Med Imaging 31(6):1276-1288

Cai J, Lu L, Zhang Z, Xing F, Yang L, Yin Q (2016) Pancreas
segmentation in MRI using graph-based decision fusion on con-
volutional neural networks. In: Medical image computing and
computer-assisted intervention (MICCALI), pp 442-450

Cheng JZ, Ni D, Chou YH, Qin J, Tiu CM, Chang YC, Huang CS,
Shen D, Chen CM (2016) Computer-aided diagnosis with deep
learning architecture: applications to breast lesions in US images
and pulmonary nodules in CT scans. Sci Rep 6:24454

Christ PF, Elshaer MEA, Ettlinger F, Tatavarty S, Bickel M, Bilic
P, Rempfler M, Armbruster M, Hofmann F, D’ Anastasi M, Som-
mer WH, Ahmadi S, Menze BH (2016) Automatic liver and lesion
segmentation in CT using cascaded fully convolutional neural
networks and 3D conditional random fields. In: Medical image
computing and computer-assisted intervention (MICCAI), pp 415-
423

Donahue J, Hendricks LA, Rohrbach M, Venugopalan S, Guadar-
rama S, Saenko K, Darrell T (2017) Long-term recurrent convolu-
tional networks for visual recognition and description. IEEE Trans
Pattern Anal Mach Intell 39(4):677-691

Girshick R, Donahue J, Darrell T, Malik J (2016) Region-based
convolutional networks for accurate object detection and segmen-
tation. IEEE Trans Pattern Anal Mach Intell 38(1):142-158

Gu Y, Vyas K, Yang J, Yang GZ (2017) Unsupervised feature
learning for endomicroscopy image retrieval. In: Medical image
computing and computer-assisted intervention (MICCAI), pp 64—
71

Gu Y, Yang J, Yang GZ (2016) Multi-view multi-modal feature
embedding for endomicroscopy mosaic classification. In: 2016
IEEE conference on computer vision and pattern recognition work-
shops (CVPRW), pp 1315-1323

Hochreiter S, Schmidhuber J (1997) Long short-term memory.
Neural Comput 9(8):1735-1780

Kamen A, Sun S, Wan S, Kluckner S, Chen T, Gigler AM, Simon E,
Fleischer M, Javed M, Daali S, Igressa A, Charalampaki P (2016)
Automatic tissue differentiation based on confocal endomicro-
scopic images for intraoperative guidance in neurosurgery. BioMed
Res Int 2016:6183218

Kingma D, Ba J (2014) Adam: a method for stochastic optimiza-
tion. arXiv preprint arXiv:1412.6980

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Krizhevsky A, Sutskever I, Hinton GE (2012) Imagenet clas-
sification with deep convolutional neural networks. In: Annual
conference on neural information processing systems (NIPS). Neu-
ral Information Processing System Foundation, pp 1097-1105

Li Q, Cai W, Wang X, Zhou Y, Feng DD, Chen M (2014) Med-
ical image classification with convolutional neural network. In:
International conference on control, automation, robotics & vision
(ICARCV), pp 844-848

Pavlov V, Meyronet D, Meyer-Bisch V, Armoiry X, Pikul B, Dumot
C, Beuriat PA, Signorelli F, Guyotat J (2016) Intraoperative probe-
based confocal laser endomicroscopy in surgery and stereotactic
biopsy of low-grade and high-grade gliomas: a feasibility study in
humans. Neurosurgery 79(4):604—612

Pereira S, Pinto A, Alves V, Silva CA (2016) Brain tumor segmen-
tation using convolutional neural networks in MRI images. IEEE
Trans Med Imaging 35(5):1240-1251

Simonyan K, Zisserman A (2014) Very deep convolutional
networks for large-scale image recognition. arXiv preprint
arXiv:1409.1556

Szegedy C, Vanhoucke V, loffe S, Shlens J, Wojna Z (2016)
Rethinking the inception architecture for computer vision. In: IEEE
conference on computer vision and pattern recognition (CVPR), pp
2818-2826

Tajbakhsh N, Shin JY, Gurudu SR, Hurst RT, Kendall CB, Gotway
MB, Liang J (2016) Convolutional neural networks for medical
image analysis: full training or fine tuning? IEEE Trans Med Imag-
ing 35(5):1299-1312

Twinanda AP, Shehata S, Mutter D, Marescaux J, de Mathelin M,
Padoy N (2017) Endonet: a deep architecture for recognition tasks
on laparoscopic videos. IEEE Trans Med Imaging 36(1):86-97
Wan S, Sun S, Bhattacharya S, Kluckner S, Gigler A, Simon E,
Fleischer M, Charalampaki P, Chen T, Kamen A (2015) Towards
an efficient computational framework for guiding surgical resection
through intra-operative endo-microscopic pathology. In: Medical
image computing and computer-assisted intervention (MICCAI),
pp 421-429

Wang S, Yao J, Xu Z, Huang J (2016) Subtype cell detection with
an accelerated deep convolution neural network. In: Medical image
computing and computer-assisted intervention (MICCAI), pp 640—
648

@ Springer


http://arxiv.org/abs/1412.6980
http://arxiv.org/abs/1409.1556

	Context aware decision support in neurosurgical oncology based on an efficient classification of endomicroscopic data
	Abstract
	Introduction
	Methods
	Image classification
	Video classification

	Experiments
	Data preprocessing
	Image classification
	Video classification

	Conclusions
	Acknowledgements
	References




