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Resumo

O cancro da pele é uma doenga com elevada incidéncia mundial. Em Portugal, um terco dos
cancros diagnosticados anualmente sdo casos de cancro da pele. Existem limitagdes associadas
ao diagnostico de cancro da pele, como por exemplo o nimero reduzido de dermatologistas no
Sistema Nacional de Satide portugués disponiveis para a realizagdo deste diagnostico.

Recentemente, o uso de Inteligéncia Artificial tem vindo a ser implementado em tarefas de
apoio a decisdo médica, com o objetivo de melhorar os processos de diagnosticos, e assegurar
que as condig¢des dos doentes sdo detetadas em fases iniciais.

O presente documento tem como objetivo a apresentacdo do trabalho desenvolvido no
Fraunhofer AICOS, no contexto de dissertacdo do Mestrado Integrado em Bioengenharia, no
ramo de Engenharia Biomédica, na Faculdade de Engenharia da Universidade do Porto. O
trabalho insere-se no projeto Derm.Al, que pretende utilizar Inteligéncia Artificial no rastreio
dermatoldgico, e que pretende melhorar os processos de Teledermatologia entre Cuidados de
Satde Primérios e servigos especializados em Dermatologia pertencentes ao Servigo Nacional de
Satide através da priorizacdo de casos. Atualmente, existe um algoritmo de andlise de imagem
implementado. Contudo, existe informagdo presente nas notas clinicas que ndo estéd a ser uti-
lizada no suporte a decisdo. Assim, o trabalho desenvolvido foca-se no uso de registos textuais
de notas clinicas dermatolégicas para obter uma priorizagdo dos casos de acordo com o risco.

A anélise das notas clinicas é feita recorrendo a técnicas de Processamento de Linguagem
Natural que permitem extrair informagédo relevante do texto que se relacionem com o diagnds-
tico e avaliagdo do risco do paciente. Assim, é desenvolvido um algoritmo para identificacdo
de entidades clinicas de interesse nas notas clinicas de Dermatologia. A anotacdo dos dados
com entidades clinicas permite que a informacdo extraida seja de interesse para a pratica clinica
de Dermatologia, assim como para o projeto Derm.Al A validacdo da anotagdo feita por dois
dermatologistas apresenta um racio de concordancia de 87.21+0.10%. As abordagens utilizadas
para a identificagdo de entidades clinicas sdo Conditional Random Fields, Bidirectional Long Short-
Term Memory, Bidirectional Long Short-Term Memory seguido de Conditional Random Fields, e mode-
los pré-treinados da arquitetura Bidirectional Encoder Representations from Transformers. Os valores
de macro average F1-score obtidos para as abordagens mencionadas sdo 0.72, 0.66, 0.69, e 0.76,
respetivamente.

Para provar que as entidades clinicas extraidas influenciam positivamente a previsdo da
priorizacdo por risco de casos clinicos de Dermatologia, é implementada uma rede neuronal
recorrente Long Short-Term Memory, utilizando as entidades extraidas pelo modelo supramen-
cionado e o cédigo International Classification of Diseases correspondente a cada caso clinico como
input. Estratégias de oversampling e undersampling sdo adotadas para contrariar o desequilibrio
de classes, obtendo como melhor resultado um valor de macro average recall de 0.70. O peso da
informacdo textual no modelo de priorizacdo de risco ja implementado no projeto Derm.Al é
avaliado, sendo que o melhor resultado é alcancado quando se utiliza como feature a informagéo
extraida das notas clinicas.

Os resultados obtidos para as tarefas de extracdo de informacéo e priorizagdo dos casos com
base no risco estdo alinhados com os resultados apresentados na literatura. Por essa razdo, pode
ser afirmado que os principais objetivos do trabalho de dissertagdo sdo cumpridos.
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Abstract

Skin cancer is a disease with a high incidence worldwide. In Portugal, one-third of the cancers
diagnosed each year are cases of skin cancer. There are limitations associated with the diagnosis
of skin cancer, such as the reduced number of dermatologists in the Portuguese National Health
System available to perform this diagnosis.

Recently, Artificial Intelligence has been implemented in the context of medical decision
support tasks, aiming to improve diagnostic processes and ensure that patient conditions are
detected at early stages.

This document aims to present the work developed at Fraunhofer AICOS in the context of
the dissertation for the Integrated Master’s on Bioengineering, in the Biomedical Engineering
field, at the Faculty of Engineering of the University of Porto. The work is part of the Derm.Al
project, which intends to use Artificial Intelligence in dermatological screening and intends to
improve the processes of Teledermatology between Primary Health Care and specialized services
in Dermatology belonging to the National Health Service through case prioritisation. Currently,
there is an image analysis algorithm implemented. However, there is information in the clinical
notes which is not being used in the clinical decision support. Therefore, the implemented
dissertation work utilises textual records of dermatological clinical notes to obtain a case risk
prioritisation.

The clinical notes analysis is done using Natural Language Processing techniques that al-
low extracting relevant text characteristics that relate to the diagnosis and risk evaluation of the
clinical case. Thus, an algorithm is developed to identify clinical entities of interest in Dermatol-
ogy clinical notes. The data annotation with clinical entities allows the extraction of information
of interest for Dermatology clinical practice, as well as for the Derm.Al project. The annota-
tion validation by two dermatologists obtains an agreement ratio of 87.21+£0.10%. The adopted
approaches for clinical entity identification are Conditional Random Fields, Bidirectional Long
Short-Term Memory, Bidirectional Long Short-Term Memory followed by Conditional Random
Fields and pre-trained Bidirectional Encoder Representations from Transformers architecture
models. The macro average Fl-score values for the mentioned approaches are 0.72, 0.66, 0.69,
and 0.76, respectively.

To prove that the extracted clinical entities can positively impact the risk prioritisation pre-
diction, a Long Short-Term Memory recurrent neural network is implemented, using the entities
extracted by the above-mentioned model, and the International Classification of Diseases code
corresponding to each clinical case as input. Oversampling and undersampling strategies are
adopted to counteract class imbalance, obtaining as result a macro average recall value of 0.70.
The evaluation of the influence of textual data in the already implemented Derm.Al risk priori-
tisation model is also performed, with the best result being achieved when using information
extracted from the clinical notes as feature.

The results obtained for the information extraction and clinical case risk prioritisation tasks
are in line with the results presented in the literature. For this reason, it can be stated that the
main goals of the dissertation work are achieved.

ii



iv



Acknowledgments

E, assim, chega ao fim este capitulo de cinco anos. Um final que néo é de todo o que imaginava
no passado, pelas experiéncias que quem termina agora o percurso ndo pdde viver e que nunca
mais viverd. No entanto, se ha algo que estes tltimos tempos ensinaram, é que as coisas nem
sempre correm como esperamos. Um ensinamento que, para mim, também esteve muito pre-
sente no decorrer do curso. Ao longo destes anos, tive cada vez mais nogdo de que nos cabe a
nos decidir como lidar com as frustra¢des e percal¢os. Umas vezes melhor, outras pior, acabo
este percurso com o sentimento que aproveitei da melhor forma quanto possivel estes anos, que
tantas vezes ouvimos dizer que serdo os mais felizes da nossa vida. E porque, no final de contas,
sdo as pessoas que nos acompanham que fazem a diferenca e tornam este percurso nos anos
mais felizes e memoréveis, sem nenhuma ordem de importancia:

A minha orientadora, Prof. Liliana Ferreira, pela confianca no meu trabalho e o apoio ao
longo dos tltimos meses, mesmo nos momentos mais complicados. Aos envolvidos no projeto
Derm.Al, agradeco a contribui¢do e as opinides construtivas ao longo do desenvolvimento da
dissertagdo. Agradeco ainda a colaboragdo e disponibilidade da equipa editorial da Revista da
Sociedade Portuguesa de Dermatologia e Venereologia no envio de casos clinicos utilizados na
elaboragéo do trabalho.

Aos meus pais, Anabela e Anténio, porque se devo tudo o que alcancei a alguém, é a
vocés. Vocés que sempre me deram liberdade para seguir o caminho que idealizo, que fazem
0s possiveis e 0os impossiveis para me ajudar e facilitar a minha vida ao maximo, e acreditam
em mim incondicionalmente. A Bia, a personificagdo da irma que vai ao armario desviar umas
pecas de roupa sem autorizacdo. Embora sejas uma chatinha, a vida nédo tinha tanta piada se
ndo tivesse uma irma mais nova com quem partilhar todos os momentos.

Aos meus av6s, Fernanda e Valdemar, que passados cinco anos e muitas pesquisas no tablet,
j& sabem que Bioengenharia dd para muitas coisas. Obrigada pelo apoio incondicional, pelo
orgulho que tém nas netas, e pelas palavras reconfortantes, muitas delas eternizadas em forma
de poema. Aos meus padrinhos, Helena e Jorge, e a minha prima Inés, por estarem sempre a
distdncia de uma chamada e prontos para ajudar em tudo o que eu precisar.

A Alexandra, Carlota, Francisca, Ménica, Vera e Viviana, as amigas de Espinho, desde as
que me acompanham desde que me consigo lembrar até as surpresas que o secundario trouxe.
Que continuemos unidas por muito tempo e que, independentemente dos conflitos de agenda,
as tradi¢des continuem a ser mantidas.

A Xana, uma das primeiras pessoas que tive o privilégio de conhecer na FEUP, e que clara-
mente falhou na primeira impressdo que teve sobre mim. A pessoa que tem sempre uma palavra
sdbia para partilhar, e que é totalmente apaixonada pelas causas que defende. A minha casa tem
sempre uvas verdes a tua espera, no caso de voltares a Portugal. A Mariana, companheira de
playlists de lo-fi com os temas mais aleatérios e futura DJ do Paredes de Coura. Que venham
mais passeios de gaivota em Amarante e serdes a jogar Sims com direito a bolachinhas de man-
teiga. E, embora sejas a pior contadora de histérias de que ha meméria, que venham também
muito mais histérias para contar. A Inés, a pessoa que esteve presente em todas as histérias
desde o 1° ano, e melhor colega de casa com quem poderia ter dividido o 2°N (desde que nao
mexa nos chds, ndo ha problema). Desde as referéncias a apanhados, musicas para o Akira e
gelado de menta como gelado favorito, até aos momentos mais dificeis, as revoltas com a vida,



vi

os desabafos e os conselhos, fica uma amizade que acompanhou muitas fases diferentes e que
tenho a certeza que é para sempre. E para ficar totalmente esclarecido, depois destes anos todos,
eu acho que percebes portugués. A estas trés amigas, as melhores que podia ter pedido. Que em
Esmoriz sejamos sempre feliz(es), que o nosso momento Donna and the Dynamos ndo demore
a chegar e que continuemos a criar muitas memdrias juntas.

Ao Miguel, o colega de casa por afinidade e presenca assidua na fisioterapia, que mostra
sempre os melhores stand-ups. Ao Venancio, o maior Portista que conheco, melhor cantor, e
viciado em regras de jogos de tabuleiro (mas s6 quando o favorecem). Ainda estou a pensar
se te devemos desculpar por ndo alinhares nos planos quando efetivamente podiamos sair. Ao
Henrique, a pessoa mais proativa com que me cruzei nos dltimos anos, melhor organizador
viagens, e most likely to seguir uma carreira politica, depois do sucesso na presidéncia no NEB.

Ao OG, porque ninguém adivinharia que de um almogo aleatério na FEP no 1° ano iria
formar este grupo, que se manteve unido ao longo destes cinco anos. Espero que os comentarios
desportivos continuem por muito tempo, eu vou fazer o meu melhor para me manter a par da
discussao.

A Cat Morgado, a amizade que Biomédica voltou a aproximar, fa nimero 1 de Bruno Aleixo,
companheira de aulas no GoGym e de reality shows e, juntamente com a Inés, de Erasmus que
virou quarentena no Z11. Unica pessoa que, na Holanda, preferiu um autocarro a sua bicicleta,
e que trouxe a musica brasileira em forca para a playlist daqueles cinco meses. Um dia voltamos
para ver como anda o nosso amigo Peaky Blinder. Sendo, a tdo aguardada visita ao Parque Verde
do Bonito ndo fica atrds. A Rita Barros, responsavel pelas melhores prendas dos amigos secretos
e que sabe sempre onde comer o melhor sushi. Espero que, quando uma porta se fechar (ou a
Xana a estragar), estejas 14 para fazermos os melhores TikToks. A Rita Sampaio (Ritinha para
0s amigos), pessoa com maior dificuldade em seguir receitas de bolos e que, juntamente com o
Henrique, me convenceu a aceitar o desafio que marcou o meu ano de finalista. Olhando para
trds, fico muito feliz de me ter juntado a vocés e por tudo o que conseguimos alcancar dadas
as circunstancias. Acabamos o ano com uma sensagdo de dever cumprido, e mais unidos que
nunca.

Ao NEB, a aventura inesperada neste tiltimo ano. Em equipa, conseguimos superar todos os
desafios e conquistar ainda mais do que imagindvamos ser possivel num ano em que o trabalho
foi feito a distancia. Foi um prazer trabalhar com todas as pessoas incriveis do NEB, e tenho a
certeza que estard em boas maos daqui para a frente.

Ao Diogo, porque sem ti este percurso ndo estava completo. Obrigada por seres o melhor
companheiro de teletrabalho nestes tltimos tempos, o melhor companheiro de viagens (que
estdo claramente a sofrer um upgrade), e por ligares para os restaurantes por mim. Obrigada
por ouvires todas as minhas queixas e por estares sempre ao meu lado, nos momentos bons e
nos menos bons. Nos tltimos quatro anos crescemos muito e aprendemos muito ao lado um do
outro. Que venham muitos mais anos desta nossa histéria e que continuemos a ser esta dupla
fantdstica, um mais engragado e o outro mais fotogénico (tu sabes quem é quem).

Resta a certeza de que ndo podia ter sido mais feliz, e que levo comigo para a vida os
momentos e as pessoas incriveis que me acompanharam.

Catarina Dias



"Para ser grande, sé inteiro: nada
Teu exagera ou exclui.

Sé todo em cada coisa. Poe quanto és
No minimo que fazes.

Assim em cada lago a lua toda
Brilha, porque alta vive.”

"Odes de Ricardo Reis", Fernando Pessoa

vii



viii



Contents

List of Figures

List of Tables

List of Abbreviations

1 Introduction

1.1
1.2
1.3
1.4
1.5

Context . . . . . o o e e e e
Motivation . . . . . . . . . e e e e
Goals . . . .
Contributions . . . . . . . . . . e e

Document Structure . . . . . . . ... e

2 Background

2.1

2.2
23

24

25

2.6

27
2.8

SKIn Cancer . . . . . . . o e e e e e e
2.1.1 Melanoma Skin Cancer . . . . . . . . ... . . . e
2.1.2 Non-Melanoma Skin Cancer . . . ... ... ... ...,
213 Skin Cancer Diagnosis . . . . ... ... .. ... ... .. .. .. ...,
Electronic Health Records . . . . . . . . . . . . ... . . . . . ... . ...,
Natural Language Processing . . . . . .. ... ... ... ... ... .. ... ...
2.3.1 Natural Language Processing Tasks . . . . ... ................
2.3.2 Natural Language Processing for EHR Information Extraction . . ... ..
Medical Knowledge Sources . . . . . ... ... .. ... .. o oL
241 Unified Medical Language System . . . . .. ... .. ... ..........
2.4.2 International Classification of Diseases . . . ... ... ... .........
Machine Learning . . . . . ... ... ... ...
Deep Learning Approaches . . . .. ... ... ... . ... .. .. .. .. .. ...,
2.6.1 Convolutional Neural Networks . . . ... ... ... ... ..........
2.6.2 Recurrent Neural Networks . . . . . . ... ... ... ... .. ........
263 Word Embeddings . . .. ... ................ ... ...,
2.6.4 Transformers . . . . . . . . . . . e e
Evaluation Metrics . . . . . . . . . . . e
Summary . . ...

3 Clinical NLP Literature Review

3.1

Clinical Knowledge Representation in Portuguese . . . . ... ... ... .. ... ..

ix

xiii

XV

xvii

O = B W =

O 0 o0 N N

10
11
14
15
16
16
17
18
20
20
22
23
25
27

29



CONTENTS

3.2 Rule-based Approaches in Clinical NLP . . . ... ....... ... ... ...... 30
3.3 Machine Learning Approaches in Clinical NLP . . . ... ... ........... 30
3.3.1 Shallow Machine Learning . . . ... .. ... ... ... ........... 31
3.3.2 Deep Learning Approaches . . . . ... ... ....... ... ... ... 31

3.4 Clinical NLP Approaches in Languages other than English . . . . ... ... .. .. 32
3.4.1 Clinical NLP Applications in Portuguese . . . .. .. ... ... ... .... 34

35 Summary . . ... 38
Dataset Analysis and Experimental Setup 41
41 NHS Dermatology Dataset . . . . ... ... ... ... ... ... ... .. ... 41
42 Annotation . . . ... ... .. 44
421 Clinical Entities . . . . . . . . ... . L 44
422 Annotation Validation . . . . .. ... ... L oL Lo 47

43 Word Embeddings . . ... ... ... . ... 49
44 SUMMAry . . . . . ... 51
Clinical Entity Extraction 53
51 ExperimentDesign . . . ... ... ... ... .. .. .. 53
52 Classification with CRF . . . . . .. ... .. . 54
52.1 Resultsand Discussion . . .. ... ... ... .. .. ... ... ... ... 56

5.3 Classification with BILSTM . . . . . .. .. ... .. .. .. .. .. .. .. ... ... 61
53.1 Resultsand Discussion . . . ... ... .. ... ... ... .. . 0. 63

54 Classification with BILSTM-CRF . . . . . .. ... ... .. ... .. ... ... 65
54.1 Resultsand Discussion . . .. ... ... ... .. ... .. .. .. ... ... 65

55 Classification with BERT . . . . . . ... ... .. .. .. .. .. .. .. .. ... ... 67
551 Results and Discussion . . . ... ... .. ... ... ... .0 0. 70

5.6 Comparison of Clinical Entity Extraction Approaches . . . . ... ... ... ... .. 74
5.7 Summary . . . . ... 75
Dermatology Cases Risk Prioritisation 77
6.1 Risk Prioritisation Algorithm . . . . ... ... ... .. ... .. .. . ... 77
6.1.1 Oversampling and Undersampling Methods . . . . ... ... ..... ... 80

6.1.2 Results and Discussion . . . .. ... ... ... ... ... .0 0. 81

6.1.3 Comparison of Text-based Risk Prioritisation Approaches . . . . ... ... 87

6.2 Derm.Al Risk Prioritisation Algorithm . . . . . . ... ... ... ... ... ..... 87
6.2.1 Results and Discussion . . . .. ... ... ... ... .0 0. 89
6.2.2 Comparison of Derm.Al Risk Prioritisation Approaches . . ... ... ... 91

6.3 Summary . . . . ... 92
Conclusions and Further Work 93
71 Future Work . . . . .. .. . 94
Bibliography 95

A Manual Annotation Tool 105



CONTENTS xi

B Derm.AI Risk Prioritisation Algorithms - Confusion Matrices 107



xii

CONTENTS



List of Figures

2.1

2.2
23
24
25
2.6
27
2.8
29
2.10
211
2.12
2.13
2.14
2.15
2.16

3.1

3.2
3.3

4.1
4.2
43
44
4.5

5.1

5.2

5.3
54

Proportion of hospitals by computerised medical activity in 2012 and 2014, in
Portugal. . . . . ... ... ..

Natural Language Processing pipeline illustration. . . . . ... ... ... ... ..
Part of Speech Tagging example. . . . ... ... ... ... ... ... ...
Stemming and Lemmatisation comparison. . . . . . ... ... ... ... ...
Dependency Parsing example. . . .. ... ... ... ... ...,
EHR Information Extraction and example tasks. . . . .. ... ... .. ... ...
IOB tagging example for general domaintext. . . . ... ... ... .. ... ...
Machine Learning problem pipeline. . . . . . .. ... ... .. ... ... ...
Artificial Intelligence Venn Diagram. . . . . . ... ... ...............
Neural Network Architecture lllustration. . . . . ... ... ... ... . ... ...
General RNN architecture. . . . .. ... ... ... ... ... .. ... . .. ...
LSTM Unit illustration. . . . . .. ... ... .. . . o
Word2vec model architectures. . . ... ... ... .. ... 0 0oL
Transformer model architecture. . . . ... ... ... ... . ... .. ...
BERT, GPT and ELMO comparison. . ... ... .. ... ..............
K-Fold Cross-Validation illustration. . . . . ... .. ... .. .. ...... ...

Clinical NLP publications growth for the five most studied languages other than
English. . . . . . . . .

Example of rule generation using POS-tagged clinical text. . . . . ... ... ...
Example of rule generation using MedInX system. . . . . ... .. ... ......

Dataset distribution according to case priority. . . . ... ... .. ... ... ...
Dataset distribution according to patient gender and appointment type. . . . . .
Dataset distribution according to cases with and without text for each section. .
Dataset distribution according to text sections filled per clinical case. . . . . . . .
Representation of the entities of interest in TRIPOD. . . ... ... ........

Grid Search for L1 and L2 coefficients optimisation with Macro F1-score max-
imisation. . . . . . . ... e

CRF model performance assessment using macro F1-score for test and validation
Sets. . .o

BiLSTM model architecture illustration. . . . . . . . . . . ... ... ... .....

BiLSTM model performance assessment using macro Fl-score for test and vali-
dationsets. . . . ... ... ...

xiii

10
11
12

42

62



Xiv

55
5.6

5.7
5.8

6.1

6.2
6.3
6.4

6.5

6.6

6.7

A01

B.0.1
B.0.2

B.0.3

LIST OF FIGURES

BiLSTM-CRF model architecture illustration. . . . . ... ... ..... ... ... 65
BiLSTM-CRF model performance assessment using macro Fl-score for test and
validationsets. . . . . ... ... .. L 66
BERT fine-tuning for NER task. . . . . ... ... ... .. .. .. .. ... .. ... 68
BERT-based models fine-tuning assessment using macro Fl-score for test and
validation sets. . . . . . . ... L 70

Dataset distribution according to case priority for annotated and non-annotated

NHS dermatology clinical cases. . . . ... ... .. ... .............. 79
LSTM model architecture illustration for risk prioritisation task. . . . . . ... .. 79
SMOTE algorithm illustration. . . . .. ... ... ... ... ............ 81
LSTM risk prioritisation models assessment using macro Fl-score for test and
validationsets. . . . . ... ... ... 82
Confusion matrix for risk prioritisation classification using imbalanced data dis-
tribution. . . . ... L 83
Confusion matrix for risk prioritisation classification using random oversam-
pling and undersampling methods. . . . . ... ... ... ... .o 0oL 85
Confusion matrix for risk prioritisation classification using SMOTE oversam-
pling and random undersampling methods. . . . . ... ... ... .. ... ... 86
Prodigy interface for manual annotation task. . . .. ... ... ... .. .. ... 105

Confusion matrix for risk prioritisation using image analysis Derm.Al algorithm. 107

Confusion matrix Results for risk prioritisation using image analysis Derm.Al
algorithm with age and genderdata. . . . . . ... ... ... ... .. ... ..., 108

Confusion matrix for risk prioritisation using image analysis Derm.AI algorithm
with age, gender, and clinical entity data. . . . . ... ... ... ... .. .. ... 109



List of Tables

3.1

3.2

3.3

4.1

4.2
43
44
4.5
4.6
4.7

5.1
5.2
5.3
54
5.5
5.6
5.7
5.8
5.9
5.10
5.11
5.12
5.13
5.14

6.1
6.2

Comparison of PubMed search results on NLP publications per language in gen-
eral domain and clinical or medical domain. . . .. ... ..... ... ... ..., 34

Summary of methods, dataset information, relevant outcomes and best results for
clinical NLP applications for information extraction in English text. . ... .. .. 38

Summary of methods, dataset information, relevant outcomes and best results for
clinical NLP applications for information extraction in Portuguese text. . . .. .. 39

Ten most frequent ICD-9 codes in the dataset, with the corresponding frequency

and meaning. . . . ... ... ... 43
Entities considered in the NER problem and respective description. . . ... ... 46
Example of annotated sentence using IOB tagging . . . . .. ... ... ....... 46
Number of tokens annotated with each entity in the annotated corpus . . . . . . . 48
Annotation validation agreement analysis. . . . ... ... ... ........... 49
Hyperparameters used in FastText training. . . . . . . ... ... ... ........ 50
Analysis of five most similar words using FastText word embedding model, for

frequent conditions and expressions in Dermatology clinical notes. . . . . . .. .. 51
Hyperparameters used in CRF training. . . . . ... .. ... .. ........... 55
Results for clinical entity extraction task using CRFmodel. . . . . .. ... ... .. 58
Ten most likely tag transitions in CRF model prediction . . ... ... ... ... .. 59
Ten least likely tag transitions in CRF model prediction. . . . ... ... ... ... 59
Ten most meaningful features in CRF model prediction. . ... ........... 60
Ten least meaningful features in CRF model prediction. . .. ... ......... 61
Hyperparameters used in BiLSTM training . . . . ... ... .. ... ... ..... 62
Results for clinical entity extraction task using BILSTM model. . . . ... ... .. 64
Results for clinical entity extraction task using BILSTM-CRF model. . . . ... .. 67
Hyperparameters used in BERT-based models fine-tuning. . . . . . ... ... ... 69
Results for clinical entity extraction task using BERT multilingual uncased model. 71
Results for clinical entity extraction task using BERT multilingual cased model. . 72
Results for clinical entity extraction task using BERTpt base model. . . . . . .. .. 73
Macro average scores for clinical entity extraction task for the implemented models. 74
Results for risk prioritisation task using imbalanced data distribution. . . . . . . . 83
Results for risk prioritisation task using random oversampling and undersampling

methods. . . . . . L e e 85

XV



Xvi

6.3

6.4
6.5
6.6
6.7

6.8

6.9

LIST OF TABLES

Results for risk prioritisation task using SMOTE oversampling and random un-

dersampling methods. . . .. ... ... .. .. .. .. . o o 86
Macro average scores for risk prioritisation task for the implemented models.. . . 87
Derm.Al differential diagnosis dataset distribution . . ... ... ... ....... 88
Results for risk prioritisation using image analysis Derm.Al algorithm. . . .. .. 90

Results for risk prioritisation using image analysis Derm.Al algorithm with age
and genderdata. . . ... ... ... 90

Results for risk prioritisation using image analysis Derm.Al algorithm with age,
gender, and clinical entity data. . . . . .. ... ... ... . o o oL 91

Macro average scores for Derm.Al risk prioritisation models. . . . ... ... ... 92



List of Abbreviations

Al Artificial Intelligence

AUC Area Under Curve

B Beginning Tag

BCC Basal Cell Carcinoma

BERT Bidirectional Encoder Representations from Transformers

BILSTM  Bidirectional Long Short-Term Memory
B1oBERT Bidirectional Encoder Representations from Transformers for Biomedical Text Mining
CNN Convolutional Neural Network

CRF Conditional Random Fields
CTH Consulta a Tempo e Horas
DL Deep Learning

DerM.AI  Usage of Artificial Intelligence to Power Teledermatological Screening
EHR Electronic Health Records
ELMo Embeddings from Language Models

GPT Generative Pre-trained Transformer

I Inside Tag

ICD International Classification of Diseases
ICF International Classification of Functioning, Disability and Health
ICT Information Communication Technology
10B Inside-Outside-Beginning

LSTM Long Short-Term Memory

ML Machine Learning

MSC Melanoma Skin Cancer

NE Named Entity

NER Named Entity Recognition

NHS National Health Service

NLP Natural Language Processing

NMSC Non-Melanoma Skin Cancer

@) Out Tag

POS Part of Speech

RNN Recurrent Neural Network

ROC Receiver Operating Characteristic

5CC Squamous Cell Carcinoma

SMOTE  Synthetic Minority Oversampling Technique
UMLS Unified Medical Language System
WHO World Health Organization

Xvii






Chapter 1

Introduction

1.1 Context

Cancer is a class of diseases characterised by uncontrolled growth and spread of abnormal cells,
which is a significant subject in public health worldwide [1]. In 2020, there were 19 million new
cancer cases, whereas the number of deaths caused by cancer was estimated in approximately
10 million!. In the same year, in Portugal, around 60 thousand new cases arose, and 30 thousand
individuals died due to cancer?. Skin cancer is one of the most common types of cancer and
comprises a range of pathologies that occur from different cells of the epidermis and dermis [2].
Skin cancer can be classified in two major subtypes: Melanoma Skin Cancer (MSC) and Non-
Melanoma Skin Cancer (NMSC) [3].

MSC was the 17th most prevalent type of cancer worldwide in 2020°, and accounts for 70%
of the mortality due to skin cancer [4]. The incidence of NMSC is higher than the incidence
of melanoma*, although its epidemiology is less studied and data often excluded from cancer
registries [5], [6].

In Portugal, one-third of all cancers detected annually are diagnosed as skin cancer. In 2019,
the Portuguese Association of Cutaneous Cancer estimated that around 13 thousand skin cancer
cases were diagnosed. It is considered that 6 to 8 melanoma cases per 100 thousand habitants
are registered and that the number of NMSC cases is ten times higher [7]. According to the
International Agency for Research on Cancer, in 2020, there were 1,071 diagnosed melanoma
cases and 289 deaths as consequence of MSC in Portugal, making it the 17th most prevalent

cancer in the country that year?.

There is an economic burden for public health services caused by the increasing skin cancer
incidence. In the United States, the annual cost for NMSC medical care is around 650 million
dollars [8], with an average cost per NMSC diagnosed of around 2.5 thousand dollars. The cost

1 “All cancers - Globocan 2020” https://gco.iarc.fr/today/data/factsheets/cancers/
39-All-cancers-fact-sheet.pdf. Accessed on 17-06-2021

2“Portugal Fact Sheet 2020” https://gco.iarc.fr/today/data/factsheets/populations/
620-portugal-fact-sheets.pdf. Accessed on 17-06-2021

3'"Melanoma of Skin - Globocan 2020" https://gco.iarc.fr/today/data/factsheets/cancers/
16-Melanoma-of-skin-fact-sheet.pdf. Accessed on 07-06-2021

4'Non-Melanoma Skin Cancer - Globocan 2020" https://gco.iarc.fr/today/data/factsheets/cancers/
17-Non-melanoma-skin-cancer-fact-sheet.pdf.Accessed on 17-06-2021


https://gco.iarc.fr/today/data/factsheets/cancers/39-All-cancers-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/39-All-cancers-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/populations/620-portugal-fact-sheets.pdf
https://gco.iarc.fr/today/data/factsheets/populations/620-portugal-fact-sheets.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/16-Melanoma-of-skin-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/16-Melanoma-of-skin-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/17-Non-melanoma-skin-cancer-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/17-Non-melanoma-skin-cancer-fact-sheet.pdf
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per MSC case is almost 33 thousand dollars, making the average cost ten times more expensive

in melanoma cases [9].

The stage in which skin cancer is diagnosed can have an effect on the patient recovery. If
detected in an early stage, the success rates for the treatment are considerably high. In melanoma
cases, the estimated 5-year survival rate decreases from over 99% if detected in an early stage
to about 14% if detected in a late stage [10]. In some cases, the cancer is not diagnosed in an
early stage. One of the factors that can lead to a delayed diagnosis process may be the shortage
of Dermatology resources in the Portuguese National Health Service (NHS). The number of
dermatologists working in the Portuguese NHS represent only 60% of the estimated resources
necessary for the traditional diagnosis procedure - total body scanning and skin biopsy - to work
efficiently®. Besides, there is an uneven regional distribution of these specialists, which makes
access to treatment less balanced.

That being said, it is fundamental that the diagnostics are as fast and efficient as possible, not
only for skin cancer, but also for other dermatological conditions. Moreover, given the shortage
in resources in the Dermatology specialty, it is important that cases of higher associated risk,
such as malignant conditions, are directed to specialty follow-ups with more urgency.

In recent years, almost all healthcare facilities adopted health information systems, changing
from paper records to electronic health records. Electronic health records are a fast and cheap
alternative to more traditional types of medical records and allow for the development of predic-
tive models that support a prognostic. From 2004 to 2014, the percentage of Portuguese hospitals
that used electronic health records increased from 42% to 83% [11]. The shift towards electronic
health records generates a large amount of data. The data increase promotes the development
of Artificial Intelligence (Al) tools. In clinical applications, Al utilises the clinical data into big
data analytic models that are able to extract clinically relevant information from the data. That
information can assist physicians in certain clinical decisions, or replace the decision in more
functional areas of medicine [12]. The application of Al in the clinical field promises to improve
patient and clinical team outcomes, and consequently influencing population health. Besides,
the decision assistance in the clinical practice allows for cost reductions [13]. Considering the
burden in public health services, as well as the increasing amount electronic health records, there
has been a growing interest in Telemedicine and Information Communications Technology (ICT)
solutions to improve diagnosis efficiency.

Taking into consideration the diagnostic improvement and risk prioritisation of Dermatol-
ogy clinical cases, and the potential of Al in the healthcare field, Derm.Al - Usage of Artificial
Intelligence to Power Teledermatological Screening - emerges. Derm.Al is a project developed
by Fraunhofer AICOS in partnership with the Portuguese NHS, aiming to enhance the existing
Teledermatology processes between Primary Care Units and Dermatology Services in the NHS
for skin lesion diagnosis through Al usage®.

SRSE Siga Website - '"RSE SIGA Derm.Al": https://rse-siga.spms.min-saude.pt/category/
rse-siga-derm-ai/. Accessed on 25-01-2021

®Fraunhofer AICOS Website - "Derm.Al - Usage of Artificial Intelligence to Power Teledermatological Screening":
https://www.aicos.fraunhofer.pt/en/our_work/projects/dermai.html. Accessed on 25-01-2021


https://rse-siga.spms.min-saude.pt/category/rse-siga-derm-ai/
https://rse-siga.spms.min-saude.pt/category/rse-siga-derm-ai/
https://www.aicos.fraunhofer.pt/en/our_work/projects/dermai.html
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1.2 Motivation

Nowadays, in Portugal, almost all healthcare facilities use health informatics systems and elec-
tronic health records [11]. There are specific clinical notes that are obtained as unstructured doc-
uments and contain valuable clinical information. The data unstructured nature and quantity, as
well as the use of abbreviations and grammatically incorrect sentences, makes the information
extraction from these documents more difficult.

Having the interoperability between healthcare facilities into account, and to make access
to the first speciality appointment more manageable, expediting and facilitating appointment
scheduling, the Portuguese NHS established "Consulta a Tempo e Horas" (CTH). CTH uses
an electronic system and allows for appointment requests in a medical speciality’. There is a
clinical screening in the first appointment performed by a primary care health physician. The
primary care physicians can indicate if they think the speciality appointment is urgent. With
that information into account, a specialist analyses the patient record and decides when the
appointment is scheduled depending on the inherent risk®. However, the inability of the primary
care physician to perform a skin cancer diagnosis is a problem in Portugal since primary care
physicians do not have formation nor resources to do this kind of dermatological evaluation [7].

In Dermatology and skin cancer diagnosis, Derm.Al can be used to accelerate and sup-
port the clinical decision of risk prioritisation performed by the dermatologist, using informa-
tion collected by the primary care physician. Image data is the most analysed type of data,
since photographs of the dermatological condition are essential for the diagnosis phase, and
the dermatologist needs to examine it and look for risk factors, such as alterations or signif-
icant growth. These factors are widely known as the ABCDE mnemonic: asymmetry, border

irregularity, colour changes, diameter and evolution [14].

An image analysis algorithm is already implemented in Derm.Al However, there is a great
amount of textual data that ends not being employed in clinical decision situations because of
its unstructured nature. Hence, extracting information from the unstructured clinical textual
data allows to feed the risk prioritisation algorithm with textual information and improve the
the prediction outcome. In the context of CTH, the risk prioritisation would be done using both
image and text data, and would adapt the speciality appointment wait time to the predicted risk.

For the above mentioned reasons, it is desired that the Derm.Al algorithm comprises both
dermatological imaging analysis and a textual data algorithm for the unstructured clinical notes.
The presented dissertation work proposes the implementation of Natural Language Process-
ing (NLP) methods using Dermatology clinical notes to support the risk prioritisation process.

"Ministério da  Satde - Portaria n° 95/2013. http://www.sg.min-saude.pt/NR/rdonlyres/
4D921E90-4382-4E9E-B682-3FE85F261D87/34814/Portaria95%7B%5C_%7D2013%7B%5C_l7Dreferenciacao. pdf.
Accessed on 07-12-2020

8Consulta a Tempo e Horas: https://www2.acss.min-saude.pt/DepartamentoseUnidades/
UnidadeAcessoeContratualiza%7B%5Cc%7Bc%7D%7D%7B%5C~%7Ba%7D%7Do/ConsultaaTempoeHoras/tabid/501/
language/pt-PT/Default.aspx. Accessed on 26-01-2021
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1.3 Goals

The main goal of the Master’s thesis work is to develop a pipeline for risk prioritisation of
unstructured dermatological clinical notes.

Considering that the textual data in the dataset used in the dissertation is unstructured, it is
important to structure the data to ease information extraction. Taking that into account, clinical
entities of interest in the context of dermatology and the Derm.Al project must be defined and
extracted through a manual annotation process. Utilising the manually annotated data, it is
desired that a clinical entity extraction model is implemented to automatically extract clinical
entities from unstructured clinical notes.

The structured information extracted from the clinical notes can then be utilised as input for
other algorithms. It is intended to use the clinical entities, as well as other structured information
found in the dataset, to implement a risk prioritisation prediction model. This model aims to
assess the impact that the extracted clinical entities from the clinical notes can have on the already
implemented Derm.Al algorithm and understand how it can influence the risk prioritisation
prediction outcomes.

1.4 Contributions
The contributions of this work are:

* Comprehensive analysis of the dataset of unstructured dermatological clinical notes from
the Portuguese NHS

¢ Selection of clinical entities of interest for Dermatology clinical cases and Derm.Al project

¢ Annotation of part of the unstructured dermatological clinical notes dataset from the Por-
tuguese NHS with selected clinical entities

¢ Implementation of word embedding model using clinical cases extracted from Dermatol-
ogy journal

¢ Implementation of Dermatology clinical notes clinical entity extraction models
* Comparison between clinical entity extraction implemented approaches

* Implementation of Dermatology clinical notes risk prioritisation prediction model using
extracted clinical entities and structured data from dataset

* Analysis of the effect of data-balancing methods in risk prioritisation prediction task

¢ Integration of clinical information extraction with existing Derm.Al algorithm for risk pri-

oritisation based on image analysis
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1.5 Document Structure

The document chapter organisation is further described.

Chapter 2 includes the theoretical background knowledge to understand the work devel-
oped, from skin cancer and electronic health records, to NLP tasks, namely information extrac-
tion, and Machine and Deep Learning approaches for their implementation.

Chapter 3 provides a review on the literature for information extraction and classification
using clinical text. The state-of-the-art approaches for English and Portuguese clinical text are

analysed.

Chapter 4 focuses on the dataset analysis regarding the structured and unstructured infor-
mation available and the data distribution for certain variables. Besides, the annotation process
is described, from the clinical entity selection to the manual annotation and corresponding vali-

dation. The word embedding model implementation is also outlined.

The clinical entity extraction task is reviewed in Chapter 5. Based on the literature review,

four different approaches are implemented and the results are further compared.

Chapter 6 aims to analyse the effectiveness of a risk prioritisation algorithm using extracted
clinical entities, along structured data from the clinical cases, as input. Due to the imbalance
between priority values, data-balancing techniques, including oversampling and undersampling,
are considered in this task. The addition of extracted clinical information as input in the already

implemented Derm.Al prioritisation model is also assessed.

Lastly, Chapter 7 includes final remarks regarding the achieved goals in dissertation work,
as well as further NLP tasks of interest to tackle in the context of the Derm.Al project.
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Chapter 2

Background

This chapter includes a background on several foundation topics considered in the developed
dissertation work. A context on skin cancer types, incidence, risk factors and diagnosis is pre-
sented. Health informatics systems and electronic health records are also analysed, as well as
NLP and its most common methodologies and tasks, and knowledge sources utilised in clinical
domain problems. An introduction to shallow Machine Learning (ML) and Deep Learning (DL)
concepts and its usual pipeline is granted, also considering the models evaluation metrics more

frequently used in NLP tasks.

2.1 Skin Cancer

Skin cancer includes a range of pathologies that result from the abnormal growth of different
cells of the epidermis and dermis [2]. Skin cancer can be classified into two major subtypes:
MSC and NMSC [3].

2.1.1 Melanoma Skin Cancer

MSC has origin in the melanocytes, a melanin-producing cell. Melanoma can occur cutaneously,
as well as non-cutaneously, in ocular, gastrointestinal, genitourinary, or nasopharyngeal sites [9].
Cutaneous melanomas are the more usual, accounting for around 92% of the diagnosed cases.

The four sub-types of this type of melanoma are the following:

* Superficial spreading melanoma - most usual melanoma type, in which there is a lateral

growth before vertical growth happening.

¢ Nodular melanoma - generally present a blue or black colour, and vertical growth occurs

in an early stage.

* Lentigo maligna melanoma - associated with chronic sun-exposure and, therefore, more
common in older patients. The skin lesion begins as a freckle and becomes darker and

more asymmetric with time.
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* Acral lentiginous - melanoma type in which lesions are usual located in palms, soles, or

even mucosal tissues.

The thickness of the lesion, associated with the vertical growth, is directly related to the
melanoma prognosis: a thicker lesion has higher risks associated, as well as a higher mortality

rate in that specific case [15].

MSC was the 17th most prevalent type of cancer worldwide in 2020%. Almost 70% of the
deaths associated with skin cancer cases happen when the skin cancer subtype was MSC [4].
In 2020, approximately 324 thousand new MSC cases arose, while the number of MSC-related
deaths worldwide in the same year was around 57 thousand?.

2.1.2 Non-Melanoma Skin Cancer

NMSC originates in keratinocyte carcinomas, in particular, basal cell carcinomas (BCC) and
squamous cell carcinomas (SCC) [16]. Both cell carcinomas originate in epidermic cells and have
similar epidemiological and carcinogenic characteristics. Regarding incidence values, BCC is

more frequent than SCC, existing a 4:1 standardised diagnosis ratio of BCC to SCC cases [5].

Although NMSC incidence is higher than MSC incidence, its epidemiology is less studied
and data often excluded from cancer registries [5], [6]. In 2020, NMSC was the 5th most prevalent

cancer worldwide, with an incidence of around 1,198 thousand cases®.

2.1.3 Skin Cancer Diagnosis

In regards to the detection phase for skin cancer, Skin self-examination can be considered the
first skin cancer detection phase. Skin self-examination is of extreme importance, since approxi-
mately 40% of MSC are self-detected by the patients [14]. A total body exam can be performed
by dermatologists or primary care physicians, in case of suspicious growth or change. Besides
the total skin scanning, patients also give information about their medical history and possi-
ble risk factors for skin cancer development. This exam should be periodic for patients who

already had skin cancer’

. Non-invasive optical technologies can be used to facilitate screen-
ing. Dermatoscopy is one of the technologies used, that allows an analysis of the borders of
a lesion, epidermal organisation, and layer thickening, and can help improving the diagnosis

accuracy [17].

A skin biopsy has to be performed in order to diagnose skin cancer. The dermatologist
removes a sample of skin tissue to be further analysed in a laboratory. Information about the

cancer stage can be obtained after the biopsy’.

The stage of development in which skin cancer is diagnosed can influence the patient recov-
ery. If detected in an early stage, the success rates for the treatment are considerably high, with
a five-year survival rate of 99%. That rate decreases to around 14% if the cancer is diagnosed
in a later stage [10]. Despite its importance, the diagnosis phase has several issues, such as a
shortage in the number of dermatologists working in the NHS. Besides, unlike in other coun-

tries, primary care physicians in Portugal do not have necessary formation and tools to be able

9“How Is Skin Cancer Detected and Diagnosed?”: https://skincancer.net/diagnosis/.Accessed on 05-01-2021
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to perform the skin cancer diagnosis [7]. However, the first screenings are done by them, and
using the CTH system, it is possible for primary care physicians to request appointments in a
medical specialty’. Strategies, such as the developed dissertation work, are needed to prioritise
the medical records resulting from such screenings so that those who are considered with a
higher risk of developing skin cancer have an early specialty appointment.

2.2 Electronic Health Records

In recent years, there has been an increase of computational resources use in several areas,
that leads to a consequent increase of data production and storage. In healthcare, because of
technological improvements adopted such as electronic methods and informatics systems, there
is the need to store and manage a great amount of data regarding the health and medical records
from patients. This data should be accessible for clinical use in the medical environment [18].

Having health informatics systems implemented, the medical records are changed from
paper to an electronic format, called Electronic Health Records (EHR). EHR intent to have data
from multiple clinical episodes and providers, and become a lifelong medical record [19]. These
documents allow for more efficient data management, and there is more immediate access to
useful information that can be used as clinical decision support. The information should be
structured according to medical standards, and can be constantly updated and can be consulted
simultaneously by various health professionals [20]. It is easier to integrate the growing number
of medical records because these are saved in a digital format, and several documents types are
included, from laboratory tests and medical images to appointment records [21]. Besides, as the
use of EHR and health informatics systems increase and information is sent and received more
rapidly, public health agencies are able to process health information almost in real time [22].
These advantages lead to improved quality in the medical services, with a reduction in medical
errors, and makes the patient more engaged in its healthcare decisions [23].

Over the years, the use of EHR by hospitals and physicians has grown. As of 2017, in
the US, 85.9% of office-based physicians used an EHR system in their activities'?. In Portugal,
according to the Portuguese National Statistics Institute, there is an increase in computerised
medical activities over the years. From 2004 to 2014, the hospitals that use EHR increased from
42% to 83% [11]. Figure 2.1 notes the proportion of computerised medical activities in 2012 and
2014. In 2014, more than 90% of the healthcare facilities have also computerised their hospital
management systems and administrative activities, as well as patient databases and appointment
scheduling systems [11].

Although EHR are widely implemented today, their implementation has been slow due to a
number of factors. For health informatics systems to be put into practice, great initial investments
are required and there are also maintenance costs to be taken into account [24]. The migration of
old medical records that were previously made on paper is also a task that has to be considered
in EHR functioning delays. Information extraction tasks are hindered when EHR are obtained
as unstructured documents. Interoperability between systems is one of the main challenges in
health informatics systems and needs to be improved before it can be put into operation, in

10“Electronic Medical Records/Electronic Health Records (EMRs/EHRs)”: https://www.cdc.gov/nchs/fastats/
electronic-medical-records.htm. Accessed on 21-04-2021
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Figure 2.1: Comparison of proportion of hospitals by computerised medical activity in years
2012 and 2014, in Portugal. Adapted from [11].

regard to data duplication, heterogeneity of information systems implemented, among others.
For that, social organisation and legal barriers have to be regarded, along with possible privacy
issues [25].

2.3 Natural Language Processing

NLP is a field of study related to Al that aims for computers to process natural or human
language. This processing is possible since human language is presented as input and converted
into structured data [26]. NLP comprises several mechanisms and tasks, with different degrees
of complexity.

There are some differences in natural language and computer language that lead to chal-
lenges in the processing of the information. One of these challenges is ambiguity. In natural
language, there is often syntactic ambiguity in the language, as some words can belong to dif-
ferent parts of speech. Variability exists in various levels of language and is another challenge to
consider [27]. Examples of circumstances in which variability occur are different spellings when
comparing British and American English, analysis of word parts, and use of synonyms. Taking
medical text into account, synonymy is a significant concept to have into account, since there are
various definitions to biomedical terms. Abbreviations and acronyms also have to be considered
as synonyms of a certain medical expression. Besides, in the medical context, it is common to
find text that would be ungrammatical when spoken. The topics described are the main chal-
lenges to exceed by NLP for interaction between natural language and linguistic models to be
possible.
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2.3.1 Natural Language Processing Tasks

The NLP pipeline for natural language to be structured and understood as computational lan-
guage can be adapted to the problem at hands. An illustrative example is represented in Fig-
ure 2.2. There are several NLP tasks that allow the conversion of natural language into machine
interpretable data. Those tasks are further described in the following subsections.

Human Machine
Interpretable Interpretable

Document and
Unstructured Sentence Tokenisation POS Tagging Lemmatisation Parsing Structured
Data Segmentation Data

Figure 2.2: NLP pipeline illustration.

2.3.1.1 Document and Sentence Segmentation

The first step on an NLP pipeline is the document segmentation for it to be examined into
sections. This division must be reasonable in the context of the problem. The similarity between
sections can be measured, so parts of the document that mention the same topic are grouped [28].
The following task is the division of the information in sentences, which is frequently considered
the standard unit of analysis in NLP methods. This task takes place using models that separate
the sentences in the presence of uppercase letters and punctuation [29].

In clinical notes, there are challenges associated with the tasks mentioned. The structure
of the document is not standardised and can vary when comparing different hospitals and also
health professionals. Besides, the notes can be ungrammatical and not be correctly punctuated,
as well as not starting with an uppercase letter, raising a challenge to these techniques in this
specific application [30].

2.3.1.2 Tokenisation

Tokenisation is the process of dividing a sentence into smaller elementary units called tokens.
Tokens can be words, sub-words or characters, and can also include punctuation [29]. In specific
cases, the dependency of words and specific domain knowledge have to be taken into account,
so groups of words such as the name of a disease are not split [31]. Also, the language in which
the text is written impacts the tokenisation. Besides orthographic changes, in oriental idioms, the
words are not separated by spaces, so the boundaries are not as trivial as in other languages [32].
Tokenisation is possible by the implementation of either an automatic learning or a rule-based
approach, in which language and grammar rules, as well as domain-specific knowledge, are
required. Depending on the context, it can be advantageous to remove words that do not add

"nonm_n

information, such as stop words “the”, “a” or “an”.
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2.3.1.3 Part of Speech

Part of Speech (POS) tagging is the task that associates each word with the corresponding cat-
egory of words with similar grammatical characteristics, i.e., the POS. This task follows tokeni-
sation in an NLP pipeline and, therefore, the POS is determined to each token [30]. There is a
sequential lexical analysis that depends on the relationship with adjacent words in the sentence.
POS tags are useful in many contexts, such as the medical field, because different POS can be
related with different types of information [32]. It is known that adjectives represent a subjective

interpretation or opinion, whereas nouns are the targets of an opinion.

Coer L abs XU N X v X apg Xcong XPrown Y v X v Y aov L oer L and )
[ | | [ [ | [ [ [ ] | |

N
|
| the [trown | tox [ s [ quik [ and | he [ is | jumpng | over | the [ tazy | dog |

Figure 2.3: Word annotation in example sentence using POS Tagging. Adapted from [33].

It is possible to analyse the word annotation process of an example sentence in Figure 2.3.
While there are some POS considered closed classes, such as the pronouns, determinants and
conjunctions, in which there is a finite number of words and no additions are considered, others
are open classes, admitting the addition of new words [33].

2.3.14 Stemming and Lemmatisation

In order for data to be processed easily, data normalisation is a task to consider. Stemming
is a method that aims to reduce different forms of a word to its root form. The reduction of
morphological forms to their base forms resides in the removal of affixes - suffixes and prefixes
- from the index terms. The root form called the stem is the part of the word that is common
to all the morphological forms [34]. Lemmatisation is another method that can be used in word
normalisation scenarios. The principle of lemmatisation is similar to stemming in terms of word
forms reduction. However, in this case, the context of the word in the sentence and the respective
POS play a major role in finding the base form of the word, called the lemma [35], [36].

Figure 2.4 represents two stemming and lemmatisation examples. In the first example,
comparing Figures 2.4a and 2.4b, it is possible to conclude that while stemming only considers
the common part to the three words listed, lemmatisation finds the base word. In the second
example, the stem and lemma found are the same. However, in lemmatisation, the word "went”
is considered in the process, and the lemma is found since the base word is “go”. If the same
word was used in the stemming process, a stem would not be found, since there would not be a
common morphological form to the four words.
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Introduction Introduction
Introducing = introduc Introducing =) introduce

Introduces Introduces
Gone gg:’:’
Going = go g —) go
Goes Goes
Went
(a) Stemming. (b) Lemmatisation.

Figure 2.4: Comparison between Stemming and Lemmatisation methods. Word examples found
in [34].

2.3.1.5 Parsing

Parsing is the task that performs a syntactic analysis of the text. The result of this analysis is a
tree-like grammatical structure of a sentence, in which the connections between various words
are described [32]. It is possible to distinguish two different approaches to this task: shallow
parsing and full parsing. The first approach does not analyze the entire syntactic structure of
a sentence, only focusing on a "head" word of a certain POS and finding groups of words that
go together. On the other hand, full parsing obtains the full syntactic structure of the sentence,
identifying both the groups of words and the relationship between them [30]. Full parsing can be
further divided into dependency and constituency parsing, that focus on relationships between
individual words and analyze the phrasal relationships, respectively. The dependency parsing
of an example sentence can be observed in Figure 2.5.

is(V)
usu%ﬂl&cc
fox (N) quick (ADT) | and (CONT) | |_|1nnpmgi'\'l |
/de[ &nod /subi ux\{ip
‘ The (DET) | brown (ADJ) he (PRON) | is (V) | over (ADV)
dog (N)
det amod
the (DET) | lazy (ADT) |

Figure 2.5: Dependency Parsing implementation in example sentence. Adapted from [33].
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2.3.2 Natural Language Processing for EHR Information Extraction

The increasing use of EHR in clinical environments over the years creates the need of data inter-
pretation and knowledge extraction. Considering that the input data in this case is clinical text,
there are several possible outcomes when applying NLP to clinical notes [37], further described:

* Representation Learning: expansion of discrete codes (such as International Classification
of Diseases (ICD) codes, further described in Section 2.4.2) into vector spaces for more
detailed analysis and predictive tasks. These strategies are mainly unsupervised, clustering
the represented codes into a vector space [38], [39]. The vector representations are derived

so that similar concepts are close in a lower-dimension vector space.

* Outcome Prediction: prediction of patient outcomes. The outcome predictions can be
static, when the prediction of a certain outcome does not consider temporal informa-
tion [40], [41], or temporal, when the outcomes obtained are predicted to a fixed time

span, or if the prediction is based on time series data [42].

* Phenotyping: obtainment of data-driven description of certain conditions. The two main
applications are the discovery of new phenotypes and the boundary improvement in exist-
ing phenotypes.

* De-Identification: removal of personal information from the patient from the EHR, such
as name, identification numbers, hospital names and locations. This task is mandatory for
EHR to be publicly available.

* Information Extraction: information extraction from detailed patient documentation ac-
quired in an unstructured manner. The outcomes include extraction of structured medical
concepts from the clinical records [43], [44], clinical events and the corresponding time
period [45], relational extraction between different concepts [39], and abbreviation expan-
sion [46]. In information extraction problems, it is fundamental that the utilised unstruc-
tured corpus is preprocessed. The preprocessing steps to consider are the ones mentioned
in Section 2.3.1.

The tasks included in clinical information extraction are represented in Figure 2.6.

2.3.2.1 Named Entity Recognition

Named Entity Recognition (NER) is a subtask of information extraction. It can be defined as
the location and characterisation of nouns and proper nouns in text. A Named Entity (NE) is
the categorisation of a token or sequence of tokens into topics. Those topics include essential
information that are fundamental for several NLP applications. In systems that use general
domain text, the most common NEs are Person (PER), Location (LOC), Organisation (ORG),
DateTime (DT) and Miscelaneous (MISC) [47], [48]. In case the text is representative of a specific
domain, the entities to be extracted from the text should be relevant for the context. For example,
when considering clinical text, the classes must be adjusted to identify common information
in EHR, such as the condition or disease, the exams performed for diagnostic, the provided
therapeutic, among others [49].
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Figure 2.6: EHR Information Extraction and example tasks. Adapted from [37].

When assigning an entity to a certain token, using features not only from that word but
from surrounding tokens is favorable for the task. Sequential tagging is used so that the model
is able to know if a token is inside a certain NE. Inside-Outside-Beginning (IOB) tagging [50] is a
common approach for sequence tagging. Besides the entity tagging, a beginning tag (B), inside
tag (I) or outside tag (O) are assigned, depending on whether the entity begins in that token, the
token is inside an entity (preceded by a beginning tag), or the token does not belong to any NE.

Figure 2.7 illustrates the IOB tagging of a general domain sentence, in English, with the
entities previously mentioned.

R ) (o) () (o) (i) () o) (o) () () ()
(> ) (oo ) (rone ) (2 ) (o ) (o) () (o] (o) (o) )

Figure 2.7: 1OB tagging example for the general domain sentence "The Symbiosis Institute was
established in 2008 by S B Mujumdar...". Adapted from [48].

2.4 Medical Knowledge Sources

When representing a disease or clinical outcome, the information to perform said representation
is extracted from clinical notes. A disease can be depicted by hard-code or by probabilistic rules
found on the clinical records used, with the primary challenge being the selection of represen-
tative features for that disease or outcome to be detected [51]. It is possible to collect medical

concepts related to the desired detected disease by using publicly available knowledge sources.

There are different categories for linguistic knowledge unstructured text treatment. A syn-
tactic approach using lexicons and vocabulary information is the elementary linguistic knowl-
edge using in NLP applications. However, the concepts must be organised in a hierarchical
way. Thus, a typology of concepts or ontology is implemented. The models should also be able
to provide semantic information, using a set of appropriate semantic rules for the NLP tasks
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that return information about near words in sentences. Lastly, conceptual frames associates the

different parts of the sentence [52].

There are several knowledge sources with different applications that can be used in clinical
NLP approaches for feature extraction. The most widely used knowledge sources in literature
are the Unified Medical Language System (UMLS) and ICD, further analysed in Sections 2.4.1
and 2.4.2, respectively.

24.1 Unified Medical Language System

Standardisation of clinical communication, as well as knowledge modelling, are fundamental
aspects for clinical information extraction. To solve that problem, UMLS was introduced in
1990 [53]. The UMLS Knowledge Sources were established to assist biomedical systems devel-
opment in information extraction from clinical text, independently of the differences in medical
vocabulary and coding systems used [54]. UMLS comprises medical terminology and the re-
spective translation, in anatomical, clinical and oncological fields [55].

Several knowledge sources are included in UMLS, such as the Metathesaurus, the Semantic
Network and the SPECIALIST Lexicon and Lexical Tools. Metathesaurus is the elementary and
most recurrently used in NLP problems, and it organises the words by concept or meaning in
and ontological approach. It includes approximately four million medical terminology concepts
and fifteen million concept names, and comprises vocabulary in several languages, such as En-
glish, Spanish, Portuguese, German, among others. Over the years, UMLS has been used in the
development, test and comparison of several NLP methods for clinical applications.

2.4.2 International Classification of Diseases

World Health Organization (WHO) established the ICD coding system aiming to globally stan-
dardize the representations of diseases, injuries, symptoms and other conditions that can be
found in medical records. ICD is currently in its 11th version (ICD-11), which contains around
70 thousand medical codes composed by numbers, letters, or a combination of both, and comes
into effect in 2022 [56]. ICD codes are a source of linguistic knowledge since the codes are
representative of international medical procedures [52]. The standardisation attained is useful
in health information management systems, health trends monitoring and medical billing and

reimbursement facilitation.

Given that ICD codes contain diagnosis information and, therefore, if the patient has certain
condition, this information can be used in the development of predictive models.
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2.5 Machine Learning

A traditional way of approaching computer science tasks is to design an algorithm that uses in-
put data and turns it into an output. However, in certain situations, there may be a large amount
of data that difficult the knowledge-based task, and no specific algorithm can be designed. Since
the algorithm that converts inputs into outputs is not known, the machine should be able to
generate its own algorithm automatically.

ML is an area of Al in which computers automatically learn from the available data and
perform alterations in the algorithm that are not explicitly programmed, with the aim of im-
proving the output prediction. The algorithms are capable of extracting knowledge from data
by recognising patterns in the data [57]. The trained models are able to predict new and unseen

data and are efficient in dealing with a large amount of data.

ML approaches can be divided into supervised and unsupervised learning. Supervised
learning algorithms make use of labeled data in order to generalise knowledge and be able to
predict unseen unlabeled data [58].

Supervised ML problems can be divided into several fundamental phases for solving the
problem [59], as presented in Figure 2.8 and further described:

* Problem Definition: it is fundamental to determine what the final goal and the knowledge

to extract from the model, as well as to understand the problem domain in-depth.

¢ Data Collection: since this phase is specific for each application, the dataset collection may
need the help of an expert in the area. It may require the use of specialised hardware or
software tools.

* Data Pre-Processing: to facilitate the algorithm implementation, the data should be in a
specific format that enables its processing. It should be uniformised, in case it was extracted
from multiple sources. Cleaning of the data is also important, in case there are missing

entries or outliers that should be estimated or discarded, respectively.

¢ Feature Extraction and Selection: the extraction of features is a task that requires knowl-
edge about the application domain. Feature Selection extracts meaningful features and
removes redundant features after the pre-processing phase, by lowering the dimension
of the original feature space into a new feature space that will be further used. Feature
Extraction allows the construction of new features using the initial feature set.

¢ (Classification Algorithms Implementation: in this task, ML algorithms are implemented
in order to extract patterns within the data and evaluate the output obtained. The ML
algorithm to use can be adjusted depending on the data, as well as hyper-parameters

values. Both training and testing phases are included in this task.

* Results Interpretation: after obtaining the results from the models implemented, these
must be interpreted in the context of the problem. If the results obtained are satisfactory,
the knowledge should be included in a software tool to be used in the practical context.



18 Background

Definition Collection Pre-Processing and Selection
L AN / p N

~ = ~ ™~ ~
Classification
Problem Data Data i Results
-—)p -) [ Feature Extraction : Algorithms ]
i Interpretation
\ J \ 2, |mp|8mentat|0n‘

Figure 2.8: Typical ML problem pipeline.

On the other hand, unsupervised learning utilises unlabeled data and is able to group
data with similar information into clusters by means of automated methods [58]. Unsupervised
learning can be used as a previous step to supervised learning [60]: the clustering of data by
unsupervised algorithms detects groups within the data that were not previously detected, and

that can help assign a label to each data value.

Considering NLP tasks specifically, unsupervised learning approaches have the advantage
of being able to utilise unlabeled data, which is more abundant than labeled data, and avoid
the time-consuming task of labeling the corpus. However, the use of unlabeled corpora makes
the implementation of unsupervised approaches more challenging, mainly in terms of how to
evaluate the results [61]. Since there are no ground truth labels, it is impossible to apply the
standard evaluation metrics further described in Section 2.7.

Both shallow ML and DL approaches can often be perceived as a black box, since there
may be little insight on some aspects of the model learning process. In applications such as
healthcare, it is important that humans are capable of understanding how the model performs
a prediction [62]. In recent years, the legal requirements regarding Al applications and their
explainability have increased [63]. The requirements are more demanding when the model

prediction would be considered in a decision-making process without human supervision.

2.6 Deep Learning Approaches

As mentioned in the previous section, in order to construct a ML model, there is the need to
have expertise in the application domain in order to extract relevant features and convert the
raw data into useful information in which the learning system could identify a pattern. ML
approaches can be divided into shallow learning and DL approaches. While shallow learning
approaches utilise manually engineered features obtained by pre-processing of the input data
to obtain a meaningful data representation, as mentioned in Figure 2.8 in the previous section,
DL approaches target the automatic creation of a feature representation using the raw input
data [64]. DL architectures are composed of artificial neural networks based on the processes
that occur in the human brain [65]. Figure 2.9 represents the hierarchical relation between Al,
ML and DL approaches.
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Figure 2.9: Al Venn Diagram with ML and DL Hierarchy.

Representation learning is an approach in which the machine automatically finds the best
algorithm for classification, using the input data. In many applications, there are issues asso-
ciated with this approach due to variation in the data, that leads to a difficulty in obtaining
significant features. DL goes beyond previous limitations in representation learning, by making
use of non-linear representations that, in each level, modify the representation to a higher, more
abstract level [66].

The feature extraction step can be avoided in DL strategies by applying a network architec-
ture called multilayer perceptron [67]. This architecture is based on the stacking of simple mod-
ules. This network is equivalent to the mapping of input values into output values, associated
with functions. The general mathematical function of the model can be seen as a combination of

several functions.

Many DL applications use Feedforward Neural Networks. This type of architecture maps
a fixed-size input into a fixed-size output, computing the weighted sum of the inputs from
the previous layer and passing the result through non-linear functions to move from a layer to
the next. These neural networks often have hidden units that are not in the input or output.
Therefore, hidden units are located in hidden layers that alter the input non-linearly, so that it
is possible to linearly separate categories in the last layer [68]. An illustrative neural network
architecture is shown in Figure 2.10, with four input units, one hidden layer with three hidden

units, and two output units.

According to Wu et al. [69], the most applied DL methods in NLP applications nowadays
are Convolutional Neural Networks (CNN), Recurrent Neural Networks (RNN) , specifically
long short-term memory (LSTM) networks, as well as attention-based Transformers such as
Bidirectional Encoder Representations from Transformers (BERT), that grew on popularity over

recent years.
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Figure 2.10: Neural Network Architecture Illustration.

2.6.1 Convolutional Neural Networks

CNN are multilayer artificial neural networks composed of three types of layers [70]. The con-
volutional layers learn feature representations from the inputs, computing feature maps with
the use of kernels. The pooling layer aims to reduce the feature map resolution by merging
similar features detected by the convolutional layers, using pooling operations such as average
pooling and max pooling. Fully-connected layers generate global semantic information. This
last layer is not essential and can be replaced by a 1x1 convolution layer [71]. CNN was first
implemented in computer vision and later used in language processing tasks due to a high-level

feature extraction need.

2.6.2 Recurrent Neural Networks

RNN are based on the sequential processing of the information [72]. The same computation is
done consecutively in RNN architectures, and each step depends on previous results saved in
memory. When applied to language processing tasks, RNN is able to capture the sequence that
is innate to language because of the sequencial processing done by modeling units in sequence.
Besides, RNN are able to model text with varied length, from long sentences to paragraphs or
even entire documents [68]. Some applications in which RNN is well adapted are language

modelling, machine translation and speech recognition.

Figure 2.11 represents a general RNN architecture. At time ¢, the artificial neurons repre-
sented by s; receive as inputs the output from previous neurons. That way, the output o; depends
not only of the input sequence represented by x;, but also on previous inputs, such as x;_1 in the
figure. Matrices U, V and W represent the parameters used, that are the same in all steps [71].
At the time conventional RNN were designed, the main goal was to learn dependencies in the
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long term. However, when tested, it was proven that RNN did not store the information learned
for a long time. This problem is denominated vanishing gradient [73], and happens when the

gradient value becomes negligible and therefore the weights of following layers do not change.
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Figure 2.11: General RNN architecture. Adapted from [68].

2.6.2.1 Long Short-Term Memory Networks

In order to overcome the vanishing gradient problem [73], LSTM networks were designed [74].
LSTM networks have a hidden special unit called memory cell, C, that operates similarly to an
accumulator, that accumulates the value of a certain signal, but its memory can be cleared by
the decision of another cell called forget gate, f [68]. The memory saving or erasing depends
on the output of the forget gate: if the output is a vector of zeros, the multiplication with the
previous cell state will be zero and, therefore, the memory is erased; if the output is a vector of
integer values greater than zero, the old information flows to the cell and is kept. The nearer
the integer numbers are from one, the greater information quantity is passed to the cell. The
control of information used in the input state, x, and hidden state, , is done by the output state,
0. In order to maintain the output of each gate between zero and one, the sigmoid function ¢
is used [71]. Figure 2.12 ilustrates the LSTM unit'!. and the transformations that happen in the

cell, also represented in Equations 2.1 to 2.5.

ft = c(Ws x x +by) 2.1)

ir =0(if x x+b;) (2.2)

or =0(W, x x +by) (2.3)

= fi©ci—1+i © tanh(W, X x + be) (2.4)
hy = oy © tanh(cy) (2.5)

11“Understanding LSTM Networks”: http://colah.github.io/posts/2015-08-Understanding-LSTMs/.Accessed
on 17-06-2021
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Figure 2.12: LSTM unit illustration. Adapted from!!.

2.6.3 Word Embeddings

In more recent neural network applications, the input layer to the network are word embeddings.
Embeddings consist on a dense and data-driven vectorised word or concept representations in
a lower dimension space [39], [69]. The vector representation is able to maintain relationships
between words. Since a large data set annotated with syntactic and semantic relationships is
hardly attainable, unsupervised methods are mostly used to obtain word vectors.

Word vectors are based on a distributional hypothesis. The vectors detect similarities be-
tween neighbour words, since words with similar meanings are more likely to occur in similar
contexts [71]. The similarity between concepts is obtained by calculating the cosine between vec-
tors, that varies between zero and one, depending on the degree of similarity. There are several
word embedding algorithms, such as word2vec [75], GloVe [76], and FastText [77], [78].

Word2vec is a widely known algorithm for word vectorisation. This model converts a large
text corpus into word vectors using a neural network architecture, and can be trained using two
different approaches, represented in Figure 2.13. Whereas Continuous Bag-of-Words predicts
the current word considering the context (i.e., the surrounding words), Skip-gram predicts the
nearest words considering the current [75]. The two key paramethers to have into account
when training a word2vec algrithm are the dimension of the embedding and the length of the
context window, i.e. the words to be considered before and after the target word. The word2vec
main disadvantage is the fact that the word vectors are static despite the context. Homonyms
and homograph words will have the same representation, regardless of the sentence context.
Besides, although it is possible to use pre-trained lexicons by using word2vec in large datasets,
the results are considered generic and its application may not be meaningful in certain domains.
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Figure 2.13: Word2vec model architectures. Adapted from [75].

GloVe is another algorithm for word embedding learning, but the main difference to the
word2vec algorithm is that, instead of word prediction, this algorithm computes a term co-
occurence matrix, with dimension of VxV, with V being the vocabulary size. Each matrix entry
represets the number of times certain words from the vocabulary occur together in a certain
context window [76]. The context window usually has larger dimensions than word2vec, which
makes it possible to detect long dependencies, despite the dependency order being lost. Al-
though the resulting vectors are similar when comparing word2vec and GloVe, the first utilises
a predict-base model, whereas the second utilises a count-based model [79].

A limitation of word2vec and GloVe algorithms is that only words from the vocabulary can
be handled. FastText is another algorithm for word vector representation that, instead of using
words for the learning process, it uses characters n-grams - sequences of adjacent characters.
Each word is represented by a sum of the vector representation for each n-gram. By obtaining
subword information, it is possible to handle out-of-vocabulary words, adapting the word2vec
Skip-gram model. Besides the vector construction for out-of-vocabulary words, the subword
components used to compute the vector representation also allow for the representation of mor-
phology and lexical similarities between words [77]-[79].

2.6.4 Transformers

The Transformer architecture was first proposed by Vaswani et al. in 2017. It is a simpler archi-
tecture than RNN and CNN architectures, based solely on self-attention mechanisms that enable
dependency modeling and drawing long-range dependencies between input and output [80]. In
self-attention mechanisms, several positions of a sequence are associated so that a representation
of that sequence is computed.
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Figure 2.14: Transformer model architecture. Adapted from [80].

The Transformer model architecture is represented in Figure 2.14. It is composed by Encoder
and Decoder stacks, with several modules in sequence multiple times, as represented by the Nx
in the figure. The Encoder is the structure on the left, whereas the Decoder is on the right.
Instead of using strings, the input and output are word embeddings, a representation of those
strings in a vector space with a certain dimension. Each word embedding also saves information
about the relative position of the word in the sequence, replacing use of RNN, that is able
to remember the sequences in which words are fed to the model. The linear transformation
followed by a softmax function convert the output of the decoder module into a next-token
probability prediction.

In recent years, the Transformer architecture has become the state-of-the-art architecture for
NLP tasks, due to computational efficiency as well as promising results that outperform other
architectures [81]. Transformers have been used in recent neural networks for NLP applications,
such as BERT and OpenAl Generative Pre-trained Transformer (GPT) [82], [83]. While in BERT
a bidirectional Transformer is implemented, the OpenAI GPT model implements a left-to-right
Transformer. Both BERT and OpenAl GPT are fine-tuning approaches: a pre-trained model
for a given task is used in a similar task, after being optimised for that purpose. The model
architectures can be observed in Figures 2.15a and 2.15b respectively, in comparison with the
ELMo (Embeddings from Language Model) architecture in Figure 2.15c.

Contrary to the previously mentioned architectures, ELMo employs a feature-based ap-
proach, in which the word representations are computed using a two-layer bidirectional lan-
guage model, that combines forward and backward LSTM [84]. Hence, the vector that is allo-
cated to each token is dependent of the information contained in the entire input sentence, and
the word embeddings that result from the pre-trained neural network are used as features in
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Figure 2.15: Comparison between BERT, GPT and ELMo model architectures. Adapted from [82].

2.6.4.1 BERT

In 2019, researchers from Google Al Language introduced the BERT architecture [82]. BERT
framework can be divided into two steps: the pre-training and the fine-tuning phases. The pre-
training phase uses unlabeled data as input for different tasks. On the fine-tuning phase, the
model is initialised with the parameters obtained in the pre-training, that will be subsequently
fine-tuned to a specific downstream task, using labeled data. Each downstream task has separate
models that originate from the pre-trained model.

As previously stated, BERT uses a bidirectional training of a Transformer as a masked
language model that is able to predict random masked words from the input. Therefore, the
architecture can be used in learning bidirectional representations based in context. Since the
bidirectional mask language model is used, there is not a preferred direction to analyse the
sentence, and the word context is assessed both to the left and the right of the word.

BERT pre-training not only consists in the masked token prediction, but it also performs
a next sentence prediction, using sentence pairs for the pre-training. That way, the model not
only understands the context of the word but also the context of the sentences in the complete
document.

2.7 Evaluation Metrics

Evaluation metrics must be used in order to assess the performance of a model, as well as the

progress obtained in its implementation.

To evaluate the models, it is necessary to divide the data into training and test sets. Cross-
validation is a data resampling method that evaluates the generalisation ability of a predictive
model. The data is divided into smaller groups designated as folds. The K in K-Folds cross-
validation represents the number of folds, and is defined when implementing the model [85]. In
Figure 2.16, a K-Folds cross-validation with K=10, meaning that the data is divided into 10 folds,
that for their part are divided into 90% of training data and 10% for validation or test.

Regarding the evaluation metrics, the most commonly used in ML applications, including
NER, are precision, recall and F1-Score. Precision measures the fraction of instances classified
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Figure 2.16: K-Fold Cross-Validation illustration with K=10. Adapted from [85].

as positive that are truly positive. On the other hand, recall measures the fraction of positive
instances that are accurately labeled. The mathematical expressions for precision and recall are
represented in Equations 2.6 and 2.7, respectively. F1-Score is a combination of precision and
recall, defined as an harmonic mean of the previously mentioned evaluation metrics. F1-Score
ranges from 0 to 1. A F1-Score closer to 1 corresponds to a prediction with a small number
of false positives and false negatives, whereas a F1-Score closer to 0 means that there is a large
amount of incorrect predictions. Equation 2.8 represents the expression to compute the F1-Score.

Precision — TruePositive(TP) 2.6)
 TruePositive(TP) + FalsePositive(FP) '
Recall — TruePositive(TP) 2.7)

TruePositive(TP) + FalseNegative(FN)

Precision x Recall
F1— =2 2.
Score " Precision + Recall 28)

When considering a NER problem, there are several classes in the dataset. Therefore, each
class will have their respective evaluation metrics values to assess the model prediction for that
specific class. To assess the model performance for all classes, an average of all class perfor-
mances should be computed. The average can be computed using different approaches. Micro
average (Equations 2.9 and 2.10) considers the total amount of true positives, true negatives,
false positives and false negatives regardless of the class to compute the average. Macro average
(Equations 2.11 and 2.12) performs an average of the evaluation metrics for each class, without
considering the proportion or weight of each class in the dataset. In contrast, weighted average
(Equations 2.13 and 2.14) considers the proportion of each class in the dataset to calculate the

average.

Z:numberofclasses TP:
Micro — Precision = i=1 d (2.9)

Z;zrberofclasses TP, + FP,

numbero fclasses
: TP;
Li1 i (2.10)

Z;z;nberofclasses TPl' + FNi

Micro — Recall =
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2.8 Summary

In the course of this chapter, skin cancer was introduced, namely its types, information about
its global incidence, as well as how skin cancer is diagnosed. Subsequently, health informatics
systems and the use of EHR were presented. EHR are an important part of the work to be
performed, given that the clinical data used in the dissertation worrk is extracted from health

records.

Afterwards, NLP was introduced. The fundamental tasks involved in NLP were presented,
as well as the general problems considered when extracting information from electronic health
records. Some core concepts regarding NER were also introduced. Knowledge sources have a
collection of medical concepts available and are important for disease and condition detection
tasks and extract linguistic knowledge in unstructured clinical notes. UMLS contains medical
concepts in different languages, and ICD codes include diseases and conditions to standardise

their representation.

Lastly, shallow ML and DL concepts were addressed, taking into account their significance
in the context of the problem. The evaluation metrics that are used to evaluate ML and DL

problems similar to the developed work were also explained.
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Chapter 3

Clinical NLP Literature Review

After the revision of the fundamental concepts related to the dissertation topic, this chapter
introduces the state-of-the-art methods in clinical NLP applications.

Nowadays, NLP applications are used for several healthcare-related tasks. The extraction
of information from the medical text presented in EHR is essential to access clinical information
to be used in these applications. There are several approaches in the NLP field: rule-based or
knowledge-based approach, and statistical approaches, that include shallow ML and DL algo-
rithms. An algorithm can include different approaches in simultaneous, as hybrid approaches

lead to promising results in clinical applications.

3.1 Clinical Knowledge Representation in Portuguese

In order to train models for clinical NLP tasks, it is required to have medical text in a consid-
erable amount. However, the use of clinical texts raises issues in terms of patient personal data
protection and is subject to strict ethical regulation. Besides, utilising clinical text in information
extraction tasks, such as NER, imply that a subset of clinical texts is annotated with entities of
interest for the clinical domain. The annotated texts can afterwards be used as data for training
and testing the models for NER.

Regarding annotation of Portuguese clinical text, Ferreira et al. [86] developed a knowledge
representation with 10 classes such as Anatomical Site, Condition and Evolution, four of those
with subclasses, to allow a structured representation of patient discharge letters. The annota-
tion guidelines were made available, even though the dataset is not available. A total of 30
annotated documents were also annotated by 7 judges for validation, obtaining an F1-Score of
0.95. Lopes et al. [87], [88] performed a manual annotation of 280 Portuguese Neurology clinical
cases, following the knowledge representation of [86], replacing the Location entity for Genetic
and Additional Observations, to better adapt to Neurology cases. The Neurology dataset was
made available on GitHub!?, and the annotation validation of 90 documents achieved agreement
ratios between 0.86 and 1.00 to all entities. Oliveira et al. [89] developed SemClinBr - a corpus

12“Neurology dataset”: https://github.com/fabioacl/PortugueseClinicalNER.Accessed on 31-03-2021
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composed of 1 thousand brasilian clinical cases that includes several specialties and from dif-
ferent medical facilities. The annotation was performed using the UMLS semantic types'® and
done with a web-based annotator made from scratch for this task. The annotated corpus was
not made available due to ethical regulation.

3.2 Rule-based Approaches in Clinical NLP

The first approach to consider is rule-based or knowledge-based. This method requires several
sources of information about the domain. It is possible to apply information about language
use, by creating linguistic pattern rules, and real-world knowledge about the topic.

Since it uses previous knowledge, rule-based approaches are manually constructed and
iteratively adjusted for better text processing accuracy. Therefore, this approach requires manual
effort to create the rules and knowledge bases used, which can be time-consuming. Besides, the
adjustments made to obtain better results focus on the extension of previous rules, so there is no

need for an extensive training set.

Chen et al. assessed patient eligibility in terms of selection criteria to participate in clinical
trials using EHR. A rule-based clinical NLP system was developed, applying a bottom-up rule-
based framework at lexical, syntactic and meta-level. Starting with the lexical level, a semantic
group with relevant expressions was created for each condition, through evidence-level annota-
tion analysis and a tailoring active learning process. Subsequently, the syntactic level rules were
designed using POS tagging and parsing, and linking the relevant expressions with lab results,
assertions or time mentions. Lastly, meta-level rules used document-level and patient-level in-
formation, such as the patient gender or the last timestamp on the records, in order to normalise
time modules to the last record, or lab results to the correct gender [90]. Thirteen selection crite-
ria were defined, and the rule-based NLP system must extract and evaluate annotation evidence
of sub-criteria in order to give patient-level decisions on whether the patient meets all the selec-
tion criteria for the clinical trial. The rule-based algorithm was evaluated, obtaining a F1-score
of 0.90.

3.3 Machine Learning Approaches in Clinical NLP

In ML or statistics-based approaches, computer models are trained using labeled or unlabeled
input data, whether it performs supervised or unsupervised learning. The algorithms auto-
matically learn how to extract knowledge from data by recognizing patterns in data. After the
training phase, the models are able to make a prediction using unlabeled new data. The pre-
diction classifies the data into classes, that should have relevant meaning in the context of the
problem.

Overall, ML approaches are easier to scale and faster to develop, when compared to rule-
based approaches. However, in order to have a good representation of all events that may

happen, it is fundamental that a large amount of data is available.

13“UMLS current semantic types”: https://www.nlm.nih.gov/research/umls/META3_current_semantic_types.
html.Accessed on 25-05-2021
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As previously stated in Section 2.6, ML approaches can be divided into shallow learning
and DL approaches. Shallow learning approaches are considered more typical ML approaches,
whilst DL approaches are more recent and related to neural networks, skipping the feature
engineering task that is automatically done by the model.

3.3.1 Shallow Machine Learning

In recent years, ML approaches have been implemented in clinical NLP applications, using
EHR to extract information that can facilitate and support clinical decisions. For instance,
Feller et al. [91] developed an automated HIV risk assessment process using NLP. HIV screen-
ings are expensive, time-consuming and can fail in high risk individuals diagnosis. The ML
models used demographics, lab tests diagnosis codes and unstructured notes prior to the HIV
diagnosis as input data, and three algorithms using the random forest architecture were devel-
oped. The baseline model only considered structured data. The second algorithm added NLP
topic modelling to the baseline model. The authors implemented Latent Dirichlet allocation that
divided the notes into 250 clusters that represent word distribution in the corpus. The third
algorithm used the baseline model and an NLP method to extract clinical key words, using
their respective term frequency-inverse document frequency (TF-IDF) [92] to correlate the words
with higher HIV risk. From 300 words obtained, 37 were manually selected to be included in
the model. Since the large amount of variables found can limit the algorithm accuracy, mutual
information criteria were used to choose, for each model, the 150 variables with the highest mu-
tual information when compared with the labels used (HIV positive or negative). The random
forest predictive models obtained F-measures of 0.59, 0.63 and 0.74 for baseline, baseline and
NLP topic, and baseline and NLP clinical key words, respectively. The use of clinical terms that

indicated high risk of HIV diagnosis was able to improve the predictive model performance.

Similarly, Chase et al. [93] tried to identify signs and symptoms of multiple sclerosis in EHR
before detection by health professionals, implementing a ML Naive-Bayes classifier. The gold
standard for multiple sclerosis presence or absence was the respective presence or absence of an
ICD-9 code for multiple sclerosis. The symptoms were mapped to UMLS terms, and it was pos-
sible to notice 1000 terms that occured more frequently in multiple sclerosis diagnosed patients
than in the control group. These terms were manually clustered using synonymy criteria, so that
50 clusters are used as classification features. The ML model performance when using patients
with diagnosed multiple sclerosis as input was measured using receiver operating characteris-
tic (ROC) area under curve (AUC), sensitivity and specificity and the results were 0.94, 0.81 and
0.84, respectively. Using the clinical notes of patients with multiple sclerosis from two years prior
to the diagnosis, the model prediction on whether these patients had multiple sclerosis based on
those clinical notes had a performance of 0.71, 0.40 and 0.97 considering ROC AUC, sensitivity

and specificity.

3.3.2 Deep Learning Approaches

The availability of clinical textual data increased as a consequence of the shift towards EHR use.
Identifying hidden knowledge in data can improve the extracted information from clinical notes.

In recent years, shallow ML and statistical techniques have been replaced by DL approaches [94].
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Besides being less time-consuming in pre-processing and feature extraction tasks, DL techniques
are advantageous in dealing with a large data volume and efficiently identifying data relation-
ships that could be considered hidden or unknown [37].

Two applications built on the LSTM architecture were reviewed. DeepCare was able to ex-
tract previous illness histories from EHR, as well as infering current illness states and predicting
future outcomes [95]. Considering diabetes and mental health as the two chronic conditions to
analyse, predictions were done in terms of diagnostic of the condition and medical interven-
tions. For diabetes, diagnostic and intervention predictions resulted in a precision of 0.66 and
0.78, whereas for mental health those values were 0.52 and 0.71, respectively. The predictions ob-
tained with DeepCare achieved a better precision than RNN predictions. Xu et al.[96] introduced
an approach for medical entity recognition using bidirectional LSTM (BiLSTM) and Conditional
Random Fields (CRF), with three layers: a character-based BiLSTM layer, a word-based BiLSTM
layer, and a CRF layer. The character-based word representation was applied to infer word and
distributional sensitivity. Using a dataset of approximately 800 EHR, the results obtained with
an Fl-score of 0.80 for the BILSTM-CRF approach demonstrate that this approach outperformed
baseline approaches such as CRF, with a F1-Score of 0.77.

Regarding the BERT architecture, it was introduced by Devlin et al. [82]. BERT is based
on a fine-tuning approach, as previously explained in Section 2.6.4.1. In clinical domain, there
is a shift in word distribution when comparing medical corpora and general domain corpora.
Lee et al. [97] developed BioBERT - Bidirectional Encoder Representations from Transformers
for Biomedical Text Mining. The model architecture is similar to BERT, the major difference
being the pre-training with biomedical text, using PubMed abstracts. BioBERT achieved a better
performance than BERT in tasks such as NER and and relation extraction when using texts with
medical concepts. Costa et al. [98] also implemented the BERT architecture to perform NER in
clinical notes and automatic assignment of Spanish ICD-10 codes. BETO consists on the BERT DL
architecture pre-trained in Spanish clinical text and fine-tuned on NER. Considering that there
are two diferent types of ICD-10 codes, ICD10-CM (Clinical Modification, related to diseases
and conditions) and ICD10-PCS (Procedure Coding System, related to sprecific procedures such
as surgeries), different classifiers were developed exclusively to each code type. Afterwards,
the individual predictions were combined to assess if there were relevant ICD-10 codes in a
certain clinical note. The method obtained a F1-score of 0.51 for the NER task, and mean average
precision of 0.51 and 0.45 for ICD10-CM and ICD10-PCS codes, respectively.

3.4 Clinical NLP Approaches in Languages other than English

The majority of clinical NLP applications utilises English clinical text as input, as assessed by
Névéol et al. [99] when analysing the clinical NLP publications returned from language-specific
queries in PubMed. As in 2017, the number of publications using clinical text in languages other
than English made up only 10% of the total publications in clinical NLP. Having methodologies
able to analyse the medical text in other languages is fundamental to obtaining access to valuable
patient data acquired in countries where English is not the official language. The value of non-

English clinical record information extraction increases when considering a rare disease since
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there are few cases worldwide, and each clinical history is crucial to obtain more information

about the condition.

The growth in clinical NLP publications in MEDLINE for the five most studied languages
other than English during a decade is represented in Figure 3.1. It is observed that French has
generated constant interest and growth, whilst more knowledge has been applied to Chinese
and Spanish in recent years.

. FIENCH e GE&TPRAN = = Chinese Spanish Japanese

Figure 3.1: Clinical NLP publications growth in MEDLINE from 2006 to 2016, for the five most
studied languages other than English. Addapted from [99].

The systems used in NLP applications in languages other than English can adapt NLP
architectures previously used in English applications or build new NLP systems, considering
the challenges in NLP tasks inherent to certain languages. Concerning new NLP systems or
components adapted to each language, NLP tasks such as word segmentation are hindered if
the language does not have clear word boundaries, for instance, Chinese or Japanese. A solution
for the lack of spacing in these languages can be a probabilistic model for automatic word
segmentation using dictionaries. Abbreviations are commonly used in medical text and can
vary depending on the language. Term identification and normalisation strategies are important

and have been implemented in languages such as Spanish, Swedish and German [100].

Depending on the NLP tasks performed, the language and the system design, adapting
systems that work well for English to another language can have promising results. A modular
NLP system can be adjusted more easily, as studied with cTAKES system [101]. Using Spanish
corpus from annotated medical documents, the accuracy of NLP tasks such as sentence bound-
ary detection, POS tagging and chunking was assessed, achieving a promising performance.
Similarly to English applications, the strategies used in NER and information extraction tasks
are rule-based, statistical or a hybrid solution. Krieger et al. [102] implemented a hybrid pars-
ing strategy combining chunk parsing and deep parsing, as well as a hybrid relation extraction
strategy, using both a rule-based system and a minimally-supervised ML system. The systems
implemented used German clinical records as input and have delivered relatively satisfactory re-
sults. Becker et al. [55] performed information extraction and annotation using German clinical
colorectal cancer notes, that included information about the tumour stage. The authors imple-
mented a semi-supervised rule-based system that pre-processed the training data by pattern
analysis. A set of terms related to the domain were collected and, afterwards, German UMLS
terms were applied to the initial set to extract and add synonyms and common abbreviations
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to the previous terms. Then, a NLP algorithm for NER was developed in order to extract the
relevant UMLS terms that occur in the clinical notes analysed. Unsupervised learning methods
can be used when there is a large data set available. Unsupervised methods were implemented
by Moen et al. [103] to extract information of care episodes in Finnish clinical text. The input and
hidden layers were the same as in the word2vec algorithm, and it was desired that the model
output, i.e. prediction, was an ICD-10 code for each clinical record.

As in the previous application, it is sometimes possible to carry out unsupervised learning
strategies. However, many clinical NLP applications depend on language-specific resources. For
that reason, it is necessary to create synonym or abbreviation lexicons. There is an increased
interest in expanding the terminologies and ontologies included in UMLS or SNOMED-CT for
other languages. Perez et al. [104] departed from Spanish terms included in SNOMED-CT, im-
plementing a semi-automatic translation algorithm from Spanish to Basque.

3.4.1 Clinical NLP Applications in Portuguese

According to a PubMed search similar to the one provided in [99], there are 33 publications from
the last two decades returned when using the search query "NLP AND Portuguese”. Adding
"clinical" and "medical” to the search, the number of publications returned decreases to 14 and 16,
respectively. Table 3.1 compares the results from similar searches obtained for other languages.
When restricting the domain to clinical or medical text, the number of publications decreases in
all languages. It is possible to observe that the number of publications for the English language
is much higher than for the other languages. The position of the other languages regarding the
number of publications in recent years supports the previous graph in Figure 3.1.

Table 3.1: Comparison of PubMed search results on NLP publications per language in general
domain and clinical or medical domain.

NLP AND language NLP AND language
Language NLP AND language

AND clinical AND medical
English 7455 2974 3750
Chinese 233 74 107
French 158 54 107
German 130 45 65
Spanish 90 30 43
Japanese 68 15 30

Portuguese 33 14 16
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3.4.1.1 Rule-based Approach in Portuguese Clinical Texts

Two rule-based applications for clinical domain are considered in the scope of this review.

De Souza et al. applied a rule-based method in discharge summaries written in Portuguese.
The purpose was to detect textual information regarding continuity of care applying NLP tech-
niques on an annotated medical corpus. The pre-processing phase included acronym expansion,
special characters and stop-word removal, and lowercase normalisation. Afterwards, the POS-
tagged texts were analysed to find patterns that indicated continuity of care [105]. The rules
were evaluated individually, and only the ones with more True Positives than False Positives as
well as more True Negatives than False Negatives were left in the database. The rule identifica-
tion was performed backwards since the information about continuity of care is usually located
near the end of the discharge summary. An example of rule generation using POS-tagged is
presented in Figure 3.2. In total, four rules were defined and applied to the text, reaching an
overall precision, recall, specificity and F1-score of 0.84, 0.70, 0.97 and 0.76, respectively.

Sentence Text after the POS-Tagging
RECEBE ALTA BEM, recebe_ V_PR_3S_IND_VFIN
DEVENDO SEGUIR alta N_F S bem ADV
ACOMPANHAMENTO | devendo V_GER
COM MEDICO seguir_V_INF
ASSISTENTE. acompanhamento_N_M_S

com_PRP médico N M S

assistente ADJ M_S
Rule: [V _INF][N M S][PRP] = Infinitive Verb, Noun-
Masculine-Singular, Preposition

Figure 3.2: Example of rule generation using POS-tagged clinical text. Addapted from [105].

A rule-based approach was also implemented by Ferreira et al. in MedInX, a medical infor-
mation extraction system utilising unstructured Portuguese discharge summaries from patients
with conditions related to hypertension. MedInX extracted clinical entities from the text, con-
verting the discharge summaries into structured documents. The developed system was utilised
in two different tasks: automatic code assignment and systematic analysis of the clinical report
completeness and quality. The attribution of codes to each discharge summary was automat-
ically performed, by matching information saved in ICD-9 and International Classification of
Functioning, Disability and Health (ICF), and MedInX ontologies to the information extracted
from the report [86]. In the content and completeness analysis task, several rules were designed
in order to identify episodes in which the number of instances of a certain entity was above or
below a certain threshold. Several entities could be evaluated at once, creating more complex
rules. The chosen threshold for the detection of outliers in the clinical reports was defined by
the user. The definition of a rule included in the MedInX system is illustrated in Figure 3.3, in
which the clinical cases with less than 17 Condition instances and more than 17 instances for
the entities Medications and Active Substances were extracted. The number of instances of each
entity was returned to the user, allowing for an optimised report analysis.
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Rule
Name : Eplsodes with less than 17 conditions and more than 17 medications and aciive substances
Seventy It Warnimg Ermmar (=
SELECT ?episcde (count(?condition) a=z 7condicienmCount) (count(?activeSubstance } as
fesCount) (count (?medicaticm ) as PmedCount)
KEERE {
{
tepiscde rdf:type m:Episode.
?episcde m:Episode describes Condition ?ceondition.
THICN
{
?epizpde rdf:iype m:Episcde.
repisnde m:Epizode describes Procedure PactiveSubacance.
factiveSubstancs rdf:tvpe m:ActiveSubatancs
Query UNION
{
?episcde rdf:type m:Episcde.
?epispde m:Fpisode describes Proecedure ?medication.
roadication rdf:tyvpe m:Medication
EROUP BY ?episcds Peount medCount
HAVING (SconditionCount< 17 && [ "medCouni + SasCount) > 17)
Edit Run
Message Episode [Fepisoda} has .f.St:nn:jILnnC;\unl}C-nr.cmlcns and [sasCount} aclive substances and [SmedCount) medicalions

Figure 3.3: Example of rule generation using MedInX system. Addapted from [86].

3.4.1.2 Shallow Machine Learning Approach in Portuguese Clinical Texts

Fernandes et al. extracted information from clinical data related to admission to the Emergency
Department in order to predict the admission of patients into Intensive Care Units [106], as well
as to understand the risk of mortality and cardiopulmonary arrest those patients may face [107].
The ML models in both applications made use of the triage information from the Manchester
Triage System (MTS). In this system, the patients are rated from level 1 to 5, with decreasing
urgency.

In [107], the ML models inputs were demographics, routine clinical variables obtained at
triage, and the patient main complaint. NLP methods were applied to the main complaint, such
as contractions fix, punctuation removal, words set to lowercase and tokenisation, as well as
abbreviation expansion, replacement of numbers by words, stop-word removal and lemmatisa-
tion. Afterwards, the data was vectorised using the TF-IDF approach [92]. Logistic regression,
random forest and extreme gradient boosting were trained using stratified random sampling to
split the data into training and test set, and 10-fold cross-validation to optimise the model hy-
perparameters. The predictions were then compared to a reference model, a regularised logistic
regression that only uses triage priorities. It was possible to conclude that extreme gradient
boosting presented the best results. The higher recall was achieved when using clinical variables
and the main complaint for patients with MTS-3, identifying the patients with greater risk of the
composite outcome. In [106], the predictors are similar to the previous study. The algorithms
used were logistic regression, random forests, and a random undersampling boosting. The algo-
rithms were then compared to the reference model, and it was possible to conclude that logistic
regression provided the best results in terms of ICU admission prediction, with a higher recall
for patients with MTS-3.
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3.4.1.3 Deep Learning Approach in Portuguese Clinical Texts

In regards to DL approaches applied to entity recognition in Portuguese clinical text, Lopes et al.
implement NER DL models for automatic extraction of meaningful Neurology entities. The total
of 281 texts representing Neurology clinical cases are available on GitHub. A comparison be-
tween CRF, BILSTM-CRF and a BiLSTM-CRF with residual learning connections was performed,
as well as an analysis of the best features for model training [88]. A in-domain word embedding
model for Portuguese clinical text was implemented, using 3 thousand clinical cases extracted
from a Neurology Portuguese journal. The model performance when using in-domain and out-
domain word embeddings was compared [87], and although the in-domain model was trained
with a smaller corpus, it led to a higher performance. The DL algorithms using BiLSTM-CRF
revealed better results, with residual learning having similar results as the single layer BiLSTM-
CRE.

The increasing use of Transformers, namely the BERT architecture, has led its be application
to Portuguese texts. After the implementation of BioBERT, previously mentioned in Section 3.3.2,
Schneider et al. [108] implemented BioBERTpt to support NER in clinical and biomedical text in
Portuguese. Three models were fine-tuned with data from different sources, using a BERT ar-
chitecture pre-trained with general domain text in several languages (BERT multilingual cased).
The clinical corpus utilised in the fine-tuning process is composed by 2 million Brasilian clinical
cases with 27 million words, whereas the biomedical corpus has approximately 16 million words
from titles and abstracts from Portuguese articles. Each corpus was used for fine-tuning clinical
and biomedical domain BioBERTpt models, and the set of both corpora was also used to fine-
tune a third model including both domains. The models were evaluated using two datasets: 1
thousand brazilian clinical records from various specialties, and the open-source dataset of Neu-
rology texts from [88]. The model performance was compared with multilingual BERT models,
and BERTpt [109], pre-trained in multilingual and Portuguese general domain text, respectively.
For both evaluation datasets, BloBERTpt achieved better F1-Scores than the multilingual and Por-
tuguese general domain models. Considering the dataset with several medical specialties, the
F1-scores for BERT multilingual uncased, BERT multilingual cased, BERTpt base and BERTpt
large were 0.588, 0.582, 0.585 and 0.541, respectively. Alternatively, the Fl-scores resulting from
BioBERTpt biomedical, clinical and with both biomedical and clinical corpora were 0.602, 0.602
and 0.604, respectively. The Fl-scores obtained with the Neurology dataset using the mod-
els BERT multilingual uncased, BERT multilingual cased, BERTpt base and BERTpt large were
0.912, 0.921, 0.916 and 0.912, respectively, whereas the Fl-score using BioBERTpt biomedical,
clinical and with both biomedical and clinical corpora were 0.921, 0.926 and 0.920. These results
show that the in-domain BioBERTpt models outperform the BERT models that are trained with
general domain text [108].



38 Clinical NLP Literature Review

3.5 Summary

The conducted review on several clinical NLP applications is fundamental to demonstrate the

various approaches that can be implemented for clinical information extraction and, more specif-
ically, NER.

Table 3.2: Summary of methods, dataset information, relevant outcomes and best results for
clinical NLP applications for information extraction in English text.

Reference Method Data Relevant Outcome Best Results
lebsed sl NLE e vt st
Chen et al. [90] Rule-based Clinical information of 288 selec%ion fgr clinical trials, usin information, macro avg):
Bl patients, with 2 to 5 records - o 4 & _ Precision - 0.87
2019 approach . 13 evaluation criteria. Rules de-
per patient. . . ) - - Recall - 0.78
signed using lecical, syntactic,
. . - F1-Score - 0-81
and meta-information.
181 clinical information 3 ML algorithms for HIV risk
from HIV positive patie- detection: baseline model with F1-Score:
nts, and 543 controls of structured EHR data; bésehne - basel}ne -0.59 )
Feller et al. [91], Random negative patients. inclu- + NLP topics (clustering); - baseline + NLP topic
2018 forest & p ’ baseline + NLP clinical model - 0.63

ding lab tests, demogra-
phics, diagnostic codes
and unstructured notes.

keywords (using 37 manually
selected words related to HIV
risk).

- baseline + NLP keyword
model - 0.74

Chase et al. [93],
2017

Approx. 2,500 Clinical
notes from the Columbia
University Medical
Center (CUMC).

Naive-Bayes

Multiple sclerosis iden-
tification based on the
frequency of MS-related
terms. Synonymous terms
were manually clustered into
50 buckets. Models trained using
only MS notes or random notes
with and without MS cases.

-ROC AUC - 0.90
- Sensitivity - 0.75
- Specificity - 0.91

Pham et al. [95],
2017

EHR from a total of
18,109 patients with
diabetes and mental
health conditions with
respective ICD-10
codes. EHR from
Australian hospitals.

LSTM

Memory of illness trajectories
and care procedures and, pre-
sent illness stages estimation,

and future risk prediction.

Model performs efficiently for

diabetes and mental health cli-
nical cases. Evaluation with
several diagnoses prediction

per case.

Precision - Diabetes:

- 1 prediction per case - 0.66
- 2 predictions per case - 0.60
- 3 predictions per case - 0.54
Precision - Mental Health:

- 1 prediction per case - 0.53
- 2 predictions per case - 0.46
- 3 predictions per case - 0.40

Xu et al. [96],
2017

NCBI Disease corpus dataset,
publicly available, with 793
PubMed abstracts and anno-
tated PubMed citations.

BiLSTM-CRF

Implementation of word-based
and character-based LSTM layer.
Parameter setting test with
several WE vector dimensions
using BILSTM model.

BiLSTM-CRF:
Precision - 0.85
Recall - 0.76
F1-Score - 0.80

Lee et al. [97],
2020

PubMed corpus with 4.5
thousand million words.
PMC corpus from full
arcticles with 13.5 thousand
million words. 8 datasets for
specific entity extraction task
evaluation (disease, drugs,
genes and species).

BioBERT

Pre-training 3 BERT models
on clinical domain text (PubMed,
PMC arcticles and both). Eva-
luation on 3 NLP tasks: NER,
relation extraction and question
answering. BioBERT outper-
formed BERT in all three tasks,
but the model trained with
PubMed texts is more efficient.
Evaluation o several datasets, to

extract drugs, diseases, genes and

species.

Disease:

- Precision - 0.88
- Recall - 0.91

- F1-Score - 0.89

Drug/Chemicals:
- Precision -0.92

- Recall - 0.91

- F1-Score - 0.92
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Table 3.3: Summary of methods, dataset information, relevant outcomes and best results for
clinical NLP applications for information extraction in Portuguese text.

Reference

Method

Data

Relevant Outcome

Best Results

De Souza et al. [105],
2013

Rule-based
approach

110 discharge summaries
with care continuity infor-
mation, morphologically
tagged.

4 rules defined and applied

to 200 discharge summaries.
Relevant information identi-

fied in the summaries with
success. Possibility of editing
the rules for identification of
other information type in me-
dical text (diagnosis or proce-

dures, for example)

Precision - 0.84;
Recall - 0.70;
F1-Score - 0.76

Ferreira et al. [86],
2013

Rule-based
approach

950 discharge letters
from patients with
hypertension

Automatic coding for each
clinical case and systematic
analysis of quality and
completeness of clinical notes
using extracted entities and
creating rules to interpret
the clinical note content.

Precision - 0.95;
Recall - 0.95;
F1-Score - 0.95

Fernandes et al. [106],
2020

Random Forest,
Logistic Regression
Gradient Boosting

599,276 triage clinical
notes, including structured
information such as tempe-

rature, comma scale, prio-
rity, and main complaint.

Risk assessment of mortality
and cardiac arrest from triage
notes. Predictions with and
without main complaint as
feature.

Recall (w/main complaint):
- Random Forest - 0.94

- Logistic Regression - 0.95
- Gradient Boosting - 0.96

281 Neurology clinical

texts from Neurology

jounal and 20 clinical
texts from Coimbra

Annotated dataset with Neuro-
logy clinical cases written in
Portuguese. CRF implementa-
tion as baseline approach.
WE model for Por-

CRE:

- Precision: 0.70
- Recall: 0.59

- Fl-score: 0.57

BiLSTM-CRF:
In-domain WE(macro avg):

]z“gzpoes etal [87], BiLnglIz/f-/CRF Hospital and University tuguese clinical text using - Precision - 0.67
Center for testing. FastText algorithm proven to - Recall - 0.68
3377 clinical cases from have better performance than - Fl-score - 0.65
Neurology journal for general domain WE when
in-domain WE training used as input feature in Out-of-domain WE (macro avg):
BiLSTM-CRF model. - Precision - 0.65
- Recall - 0.63
- F1-Score - 0.62
3 different pre-trained models
Two corpora for BERT V\.,lth 3 mllhor} cllnlgal cases F1-Score (SemClinBr):
. (BioBERTpt(clin)), with paper
model evaluation: . ] - BERTpt - 0.58
. abstracts and titles from Scielo . .
1,000 clinical notes from . . . - BioBERTpt(clin) - 0.60
Schneider et al. [108] various Brasilian hospitals (BioBERTpt(bio)) and with
) ! BioBERTpt both corpora (BioBERTpt(all)).

2020

with several specialties
(SemClinBr); 281 Neuro-
logy clinical texts from ...
(CLINpt)

Pre-training with clinical do-
main texts lead to a better per-
formance in NER task when
comparing with other BERT
based models.

F1-Score (CLINpt):

- BILSTM-CRE - 0.75

- BERTpt - 0.91

- BioBERTpt(clin) - 0.93

The majority of the NER problems require an annotated corpus, so that clinical entities of

interest are identified and later extracted by the model. The models can be divided into three

main approaches: rule-based approaches, shallow ML and DL. Tables 3.2 and 3.3 summarise the

methods, data, and relevant outcomes from clinical NLP applications for information extraction

tasks in English and Portuguese, respectively. The approaches for clinical NER with Portuguese

clinical text have special relevance since, as shown in Section 3.4, there is a much smaller per-

centage of applications in languages other than English, and the works presented dealt with

similar challenges characteristic of the Portuguese language.

It is important to emphasise that there are limitations in terms of comparing the presented

results, as well as the results obtained in the context of this work, due to differences between the

utilised datasets. Observing the evolution in approaches for clinical information extraction, the
approaches to implement are CRF, BiLSTM, BiLSTM-CRF and BERT finetuning.
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Chapter 4

Dataset Analysis and Experimental

Setup

It is fundamental to have a comprehensive understanding of the data used in the course of
the dissertation work to adopt the most relevant approaches. This chapter introduces the Der-
matology dataset with NHS clinical cases. The dataset analysis comprises the distributions of
structured data, such as case priority, gender, appointment type and ICD codes. Besides, the
unstructured text data is analysed. The annotation process is described, having into consider-
ation which clinical entities are relevant to extract in the scope of the work. Lastly, the word
embedding model implementation is outlined.

4.1 NHS Dermatology Dataset

The NHS Dermatology corpus consists of information on 13,058 dermatology clinical cases from
the Portuguese NHS. Each case includes a case ID, the patient age and gender, the appointment
type, the priority assigned to the case at screening and the ICD-9 codes assigned to each case
by the dermatologist. Each clinical case is also composed of unstructured clinical notes. These

notes are divided into four different sections.

The priority assigned to each case is represented by an integer number that can vary from 1
to 3. The higher priority cases are represented by the number 1, whereas the lower priority cases
are assigned with the number 3. Figure 4.1 represents the dataset distribution considering the
priority assigned to the clinical cases. The number of instances with a low priority are 10,516,
representing the majority of cases. These are followed by 2,205 intermediate priority cases and
337 high priority cases. There is a notorious class imbalance when dividing the clinical cases per
priority.

Figure 4.2 represents the patient population gender distribution, as well as the Dermatology
screening appointment type, that indicates whether the appointment was in-person or a tele-
appointment. Figure 4.2a shows that there is a balance regarding the patient gender in the
dataset. Concerning the appointment type, depicted in Figure 4.2b, it is observable that the
great majority of appointments are tele-appointments, representing approximately 86% of the

41



42 Dataset Analysis and Experimental Setup

Case Priority
337

2,205

10,516
Priority 1 = Priority 2 = Priority 3
Figure 4.1: Dataset distribution according to case priority.

total of appointment instances. Cases in which there is a referral to in-person appointments are
still considered tele-appointments in the dataset, leading to the discrepancy in the appointment

types.

Gender Appoitment Type

. 13.7%

57.3% 42.6%

86.3%

= Male = Female = Presential = Tele-appointment

(a) Patient Gender. (b) Appointment Type.

Figure 4.2: Dataset distribution according to patient gender and appointment type.

The ICD codes, previously described in Section 2.4.2, are a systematic representation for
conditions or procedures. The codes used in the Derm.Al dataset correspond to the version 9
of ICD. There are two ICD-9 code representations on the dataset: a 3-digit representation that
only considers the category information, and the most specific code with one or two decimal
places, representing additional information such as the site, lateralisation or aetiology. The ICD-
9 codes are assigned to the case by the dermatologist responsible for the appointment. In total,
329 unique ICD-9 codes occur when considering the decimal places, a number that decreases to
111 when only considering the more general first three digits. Table 4.1 displays the ten most
frequent ICD-9 codes in the dataset, along with their frequency and meaning.

Concerning the unstructured part of the clinical notes, as previously stated, the information
is divided into four sections. The sections are Summary, Therapeutics, Proposed Exams and
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Table 4.1: Ten most frequent ICD-9 codes in the dataset, with the corresponding frequency and
meaning.

ICD-9 Code Frequency Meaning

702.1 2761 Other dermatoses - Seborrheic keratosis

448.1 2212 Nevus, non-neoplastic

702.0 1439 Other dermatoses - Actinic keratosis

2382 739 Neoplasm of uncertain behaviour of other and unspecified

) sites and tissues - Neoplasm of uncertain behaviour of skin

696 483 Psoriasis and similar disorders

702.19 292 Other dermatoses - Other seborrheic keratosis

706.1 275 Diseases of sebaceous glands - Other acne

078.1 254 Other diseases due to viruses and clamydiae - Viral warts
173 243 Other and unspecified malignant neoplasm of skin

695.3 241 Erythematous conditions - Rosacea

Conclusion, and each one should contain information about the respective field. However, the
structure is not always followed by the physician that is taking notes in each appointment. For
that reason, the content in each section can often differ from case to case, and some can be left
empty when taking notes. The bar chart in Figure 4.3 presents the number of instances with and
without textual information divided into the sections previously mentioned. While the Referral
Summary and Therapeutics sections are more balanced in terms of textual content, the other
two sections exhibit a significant imbalance in that matter. The Proposed Exams section has the
lowest number of cases with text, whilst the Conclusion section contains, by a wide margin, the
highest number of instances with text. This discrepancy can be justified by the fact that, in some
clinical cases comprised in the dataset, there are no proposed exams nor a defined therapeutic,
which lead to the lower number of instances with text in the respective sections. Besides, in
several instances, the information sections are not respected by the physicians, who end up
filling them in a non-organised manner. For example, there is a significant set of cases in which
all the clinical information is written in the Conclusion, rather than divided by the other dataset
sections.

Text Distribution per Section

12000 11078
9997
10000
7971
8000 7047
6011
6000 5087
4000 3061
1980
2000 .
0
Referral Summary Therapeutics Proposed Exams Conclusion
M Cases with Text Cases without Text

Figure 4.3: Dataset distribution according to cases with and without text for each section.
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The last statement is supported with the data analysis in Figure 4.4, which illustrates the
number of clinical cases with a certain amount of text sections filled in the dataset. Out of the
total 13,058 clinical cases, 7,486 instances only have text in one of the four possible sections of
the clinical note. In contrast, only 1,585 clinical cases have text information in all four sections of
the document.

Sections with Text
8000 7487
7000
6000
5000
4000

2000 2710
2000 1276 1585
1000

0

W 1Section M2 Sections 3 Sections 4 Sections

Figure 4.4: Dataset distribution according to text sections filled per clinical case.

4.2 Annotation

When training a supervised model to perform an entity extraction task, it is necessary to have a
corpus labelled with the entities of interest for that specific implementation. The Dermatology
corpus is available in a raw, unstructured format. Therefore, it was necessary to carry out
manual annotation of these texts with clinical entities of interest. The annotation was executed
using the annotation tool Prodigy'4. The Prodigy interface for manual annotation is represented
in Figure A.0.1, found in the Appendix. Besides the manual annotation to create training and
evaluation data for entity extraction models, Prodigy includes several methods to inspect the
data and support the annotation task. For instance, the model performance when increasing the
training data tended to increase as well, suggesting that a greater number of annotated notes
would be beneficial to the results. However, since the annotation process is time-consuming and
there was limited time available for the annotation process, only 5 thousand sentences belonging
to 980 clinical cases were annotated by the last year Integrated Masters student who carried out
the dissertation work.

4.2.1 Clinical Entities

The baseline entities used for the annotation process were the entities defined by Ferreira et
al. [86]. The entities defined in that previous work are the following: Administration Route,
Anatomical Site, Condition, DateTime, Evolution, Lateralisation, Modifier, Negation, Procedure
and Value. Alterations were made to the mentioned entities, considering the scope of the disser-

tation work and the Dermatology corpus.

Analysing the methods and procedures performed in Dermatology appointments present

in the corpus, the Route of Administration entity was not considered. Moreover, in [86], the

14“Prodigy”: https://prodi.gy/.Accessed on 19-05-2021


https://prodi.gy/
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Procedure entity was composed of four subclasses - Therapeutic or Preventive, Laboratory, Di-
agnostic and Chemical. However, having the information included in the Dermatology dataset
into account, only the Therapeutic subclass is used as an equivalent entity to those previously

mentioned.

In the context of the Derm.Al project, there is interest in extracting additional information
to the previously mentioned entities. One of the main objectives in Derm.Al is the junction of
information from dermatological imaging analysis and clinical notes. An automatic assessment
of image quality based on the clinical notes is desired. An additional entity named Exam is
added to the base set of entities to extract information about clinical photographs and other
exams. Additionally, information about the referral to an in-person appointment or procedure
is important to define the risk associated with the case, and therefore its priority. The referral
can also happen when the images have low quality and the diagnostic cannot be precise. Hence,
the entity Appointment is also added to the previously mentioned entities. Its purpose is to
extract information about appointments and procedures to which the patient already has been
or scheduled for a future date. This results in eleven entities represented in Figure 4.5, the

description of which can be found in Table 4.2.
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Figure 4.5: Representation of the entities of interest in TRIPOD.
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Table 4.2: Entities considered in the NER problem and respective description.

Entity Description

References to an anatomical structure or location, normally the site
in which Condition is observable;

References to appointments and in-person procedures scheduled

Anatomica Site

Appointment for a future date;
Condition Refer.ences to a pathology, disease, symptom or complication of
a patient;
. References to temporal expressions, such as frequencies, dates and
DateTime . .
times and durations;
Evolution References to clinical evolution of a patient with certain Condition;
Exam References to clinical photographs and exams used in the diagnosis;
Lateralisation = References to the lateralisation of an Anatomical Site or Condition;
Modifier References that modify an entity, such as Condition or Therapeutic;
. References to expressions denoting negation of an entity, being
Negation . . I
considered apart from said entity;
. References to treatments previously carried out or to be carried out
Therapeutic . b
to handle a certain Condition;
Value Numerical values not included in DateTime entities, including the

unit that characterises the values.

The IOB tagging format, mentioned in Section 2.3.2.1, is employed in the annotations, to
differentiate between tokens in the beginning and inside of a certain entity. This results in
twenty-three different tags, two for each entity, representing its beginning and inside tokens,
and the O tag, attributed to tokens that do not belong to any of the entities. A representative
example of an annotated sentence from the dataset is presented in Table 4.3.

Table 4.3: Example of annotated sentence using IOB tagging

Token IOB Tag
Antecedentes B-Evolution
de I-Evolution
seguimento I-Evolution
em @)
consultas B-Appointment
de I-Appointment
Dermatologia  I-Appointment
e @)
Cirurgia B-Appointment
Plastica I-Appointment
por @)
carcinoma B-Condition
basocelular I-Condition
temporal B-AnatomicalSite

esquerdo B-Lateralisation
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Table 4.4 provides a corpus analysis in terms of the number of tokens labelled with a certain
tag, from the total of 73,906 tokens in the annotated corpus, as well as the number of unique
tokens per tag, from the total of 10,087 unique tokens. The unique token analysis includes stop-
words and punctuation, and the corpus was not lowercase. Thus, there is a difference between
two tokens if one of them has an uppercase character. Table 4.4 also includes the percentage of
total and unique tokens for each tag. Interpreting the information, as expected, the O tag is the
most frequent, accounting for 61.58% of the corpus tokens. In contrast, the tags I-Lateralisation
and I-Negation account for 0.06 and 0.01% of the corpus tokens, respectively. The residual per-
centages for I-Negation are justified as errors in the annotation process. The Negation entity

~ "

only considers single word expressions, such as "Nao" (No), but two instances were annotated
as Negation when the correct entity was Value, generating inside tags for the entity under con-
sideration. On the other hand, the I-Lateralisation tag attribution happened in rare cases with
more than one lateralisation mention. Those cases can be illustrated in the expression "face pos-
terior esquerda" (posterior left face), the last two tokens belong to the Lateralisation entity. The
B-Lateralisation tag corresponds to the token "posterior" (posterior), whereas the I-Lateralisation

tag corresponds to the token "esquerda" (left).

4.2.2 Annotation Validation

The manual annotation using Prodigy was performed by one person (the last year Integrated
Masters student who carried out the dissertation work). Therefore, it is essential to validate
the annotation. The validation was carried out by two physicians whose specialty is Dermatol-
ogy, who collaborate in the Derm.Al project. The validation was done manually and, for each
physician, the agreement ratio is calculated.

The results from the annotation validation are presented in Table 4.5. As a matter of sim-
plifying the manual annotation process, the IOB tagging was not considered in the validation
process. Instead, the general clinical entities defined in Table 4.2 were considered, as well as the
Out tag. Both physicians validated the same 400 sentences, so that it is possible to evaluate the
agreement between the two annotators.

An analysis of the agreement ratios leads to the conclusion that, considering the validation
performed by Physician 1, the entities Evolution and Modifier have the lowest agreement ratio
value. This situation was expected, since the two entities encompass a larger amount of text,
as shown in Table 4.2. Out of all the inside tags, I-Modifier and I-Evolution have the largest
amount of unique tokens. The unique token quantity demonstrates that the expressions an-
notated with these entities are lengthy with a greater token variety. The Out tag presents the
highest agreement ratio, which means that the physician agreed that most of the tokens without
any associated entity do not belong to any of the clinical entities. On the contrary, taking into
account the validation performed by Physician 2, the Out tag exhibits the lower agreement ratio
out of all considered entities. This happens because the physician considered that tags without
an associated entity should in fact belong to a clinical entity. On the other hand, the agreement
ratio for the clinical entities presents satisfactory results, with agreement ratios above 90% for
all entities except Exam. This means that Physician 2 agreed with most of the identified entities,
and would consider more tokens as clinical entities.
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Table 4.4: Number of tokens annotated with each entity in the annotated corpus

Entity Total tokens Total token Unique tokens Unique token

percentage (%) percentage (%)
B-AnatomicalSite 1,961 2.65 366 3.63
I-AnatomicalSite 657 0.90 150 1.49
B-Appointment 1,001 1.35 137 1.36
I-Appointment 1,237 1.68 187 1.86
B-Condition 2,395 3.24 458 4.54
I-Condition 1,223 1.65 288 2.86
B-DateTime 1,519 2.06 319 3.16
I-DateTime 2,168 293 223 2.21
B-Evolution 1,200 1.62 356 3.53
I-Evolution 3,639 492 789 7.82
B-Exam 432 0.59 92 091
[-Exam 585 0.79 166 1.64
B-Lateralisation 612 0.83 64 0.63
I-Lateralisation 48 0.06 20 0.20
B-Modifier 2,918 3.95 834 8.27
I-Modifier 2,116 2.86 650 6.44
B-Negation 427 0.58 15 0.15
I-Negation 11 0.01 6 0.06
B-Therapeutic 1,838 249 520 5.15
I-Therapeutic 713 0.96 169 1.68
B-Value 994 1.35 213 2.11
I-Value 701 0.95 46 0.46
@) 45,511 61.58 4,019 39.84
Total 73,906 100 10,087 100




4.3 Word Embeddings 49

Table 4.5: Agreement analysis using annotation validations from two physicians and average of
both validations. Percentage agreement ratio (AR) per entity and for the total agreed tokens
(AT) and non-agreed tokens (NAT).

Physician 1 Physician 2 Mean + STD

Entity Total Tokens | AT NAT AR (%) | AT NAT AR (%) AR (%)
Appointment 220 195 25 88.64 219 1 99.54 94.09+5.45
Anatomical Site 152 114 38 75.00 142 10 93.42 84.214+9.21
Condition 230 178 52 77.39 225 5 97.83 87.61+10.22
DateTime 251 193 58 76.89 249 2 99.20 88.05£11.16
Evolution 416 265 151 63.70 385 31 92.55 78.124+14.42
Exam 98 83 15 84.69 86 12 87.76 86.22+1.53
Lateralisation 48 37 11 77.08 48 0 100.00 | 88.54+11.46
Modifier 427 257 170 60.19 394 33 92.27 76.23+16.04
Negation 44 34 10 77.27 44 0 100.00 | 88.64+11.36
Therapeutic 170 155 15 91.17 189 2 98.95 90.05+8.90
Value 134 116 18 86.57 126 8 94.03 90.30+3.73
Out 3749 3565 184 95.09 | 3097 652 82.61 88.851+6.24
Total 5939 5192 747 87.42 5204 756 87.32 87.21+0.10

Considering the total agreed and non-agreed tokens, and calculating the agreement ratio
with that information, the results of both annotation validations are very similar. The mean value
of both validations is 87.21£0.10%, a satisfactory result having in mind the considerable amount
of clinical entities extracted from the clinical notes, as well as the results found in the literature

both for clinical Portuguese corpora [86], [87] and clinical corpora in other languages [110]-[112].

4.3 Word Embeddings

As previously stated in Section 2.6.3, Word Embeddings (WE) are vectorised word or concept
representations. To obtain WE, it is necessary to train the model using textual data. Having into
consideration the literature that stated that in-domain WE originated from clinical text perform
better than out-of-domain WE obtained from general domain text [87], [113], [114], only clinical
domain WE were utilised in the course of the work.

To obtain WE within the Dermatology domain and train the model using similar text to
the NHS Dermatology dataset previously described, 626 clinical cases from the Journal of the
Portuguese Society of Dermatology and Venereology were used. The clinical cases belong to
all fifty-seven available editions of the Journal, from March of 2005 to March of 2021, making a
total of 163,828 tokens. However, the number of Dermatology cases is small since the journal
mostly publishes articles in English in more recent editions. The reduced amount of words could
compromise the WE model performance. For that reason, the publicly available clinical cases
from a Neurology journal used in [87] and [88] to train word embeddings, composed by 3,377
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cases and 686,762 tokens, were added to the Dermatology clinical cases for the WE training. The
total of tokens used in the WE training is 850,590, 15,620 of them being unique tokens.

From the algorithms described in Section 2.6.3, the chosen algorithm for the WE model
was FastText. Having clinical text into consideration, the ability of not only representing out-of-
vocabulary words but also learning morphological characteristics of the words, such as prefixes
or suffixes, because of the use of character n-words, makes FastText the most suitable algorithm.
The FastText algorithm used for training the model is made available in the Gensim library [115].

The hyperparameters used for the FastText training are presented in Table 4.6. Since only
words that occur more than five times in the corpus are learned by the word embedding model,
the final vocabulary contains 9,444 unique tokens. The WE dimension is set to 300, and the
minimum n-gram is 1 so that all the characters can be utilised for training and therefore allowing
for unknown words recognition. The selected training algorithm is Skip-Gram that, as explained
in Section 2.6.3, predicts the most similar words given a certain word. Lastly, negative sampling
is utilised so that the number of neuron weight updating is reduced and, therefore, the training
time is reduced as well. The chosen value of 10 defines the number of noise words that are
drawn as a negative sample.

Table 4.6: Hyperparameters used in FastText training.

Hyperparameter Value
Vector Dimension 300
Training Algorithm Skip-gram
Minimum Word Count 5
Minimum n-gram length 1
Negative Sampling 10

With the purpose of analysing the FastText model performance, several words belonging
to a Dermatology specific vocabulary were chosen and the five words with the most similar
WE were selected. The words from the Dermatological specific terminology and the five most
similar words are presented in Table 4.7. For the most part, the most similar words belong
to the same context, as observed for the words "Melanoma" (Melanoma), "Queratose” (Keratosis)
and "Cutanea" (Cutaneous). However, in other cases such as "Eczema" (Eczema), "Nevo" (Nevus)
or "Verruga" (Wart), some of the similar words are not related to the clinical domain, such
as "esquema" (scheme) "levo" (take), "novo" (new) and "vera". The fact that words outside the
Dermatology specific terminologies are included in the most similar words may be justified by
the use of Neurology clinical cases to train the model. Even if it is clinical text, the terminologies
are quite different. Nevertheless, being clinical domain text, the use of Neurology clinical cases
is better than using general domain text. It is possible to conclude that the FastText model has
satisfactory performance when considering specific Dermatology domain words. The results
could be improved by using more dermatological domain cases for the FastText model training.
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Table 4.7: Analysis of five most similar words using FastText word embedding model, for
frequent conditions and expressions in Dermatology clinical notes.

Word 5 Most Similar Words

Melanoma melanocitica, melanodérmica, melanina, melanociticos, adenoma

Eczema edema, empiema, enfisema, esquema, linfedema

Nevo nevos, levo, nervo, novo, relevo

Queratose paraqueratose, ceratose, hiperqueratose, aretomatose, queratodermia

Seborreica seborreicas, verborreia, diarreicas, rinorreia, sialorreia

Verruga Verrocosa, verrucoso, vera, ver, vermelha

Cuténea cutaneas, percutaneas, subcutanea, mucocutanea, cutaneo

The FastText model described is further employed to obtain the vector representation of each
token in the NHS dataset in both clinical entity extraction and risk prioritisation tasks, described
in Chapters 5 and 6, respectively. The WE for each token and the corresponding lemma are
calculated. Afterwards, both WE are used as inputs for the neural networks implemented in

each task.

4.4 Summary

Throughout this chapter, several key insights of the dissertation work implementation are anal-
ysed and discussed. Starting with the NHS Dermatology dataset analysis, it encompasses both
structured and unstructured data. Concerning the case priority distribution, there is a signifi-
cant imbalance among the priority values, since cases with the lowest priority account for the
majority of the dataset. The appointment type analysis reveals that most clinical cases relate to
tele-appointments. All clinical cases have a corresponding ICD-9 code, which directly relates
to the diagnosed condition. As regards the unstructured clinical notes, these are divided into
four sections. However, as concluded in Section 4.1, the physicians frequently do not respect
the delimited text sections. Therefore, for each case, the clinical notes comprised in the fours

sections are merged into one single clinical record.

The manual annotation process included 980 clinical cases from the analysed Dermatology
dataset, corresponding to 5 thousand sentences. The selected clinical entities for the annotation
include typical entities used in clinical entity extraction problems. In addition, information of
interest for the Derm.Al project was also considered. The Appointment and Exam entities rep-
resent the appointment type and in-person referrals and the existence and quality of the clinical
photographs, respectively. The validation performed by two physicians reveal a mean agree-
ment ratio of 87.21+0.10%, a result in accordance with the literature that allows to conclude that
the extracted entities in the manual annotation process are indeed of interest for dermatology
clinical practice. The annotated texts will be used in the training of the clinical entity extraction
models. Clinical notes and the corresponding clinical entities will also be used as input for the

risk prioritisation model.
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Regarding the WE model, the FastText algorithm is chosen because of its capability of
recognising out-of-vocabulary words and considering morphological characteristics in the vector
space. The fact that Neurology texts were used in the WE model training increases the vocab-
ulary size, but decreases the specificity of the medical terms in the vocabulary. Nevertheless,
since it is clinical text, it is adequate for the WE purpose in this work. Training the WE model
using only Dermatology texts in a substantial amount may potentially improve the model per-
formance.



Chapter 5

Clinical Entity Extraction

This chapter addresses the clinical entity extraction task, with the aim of evaluating the extraction
of relevant information in the context of Dermatology clinical practice and the Derm.Al project,
as described in Section 4.2.1. The chapter starts by considering the common characteristics
that exist in all model implementations for this task. Afterwards, the information is divided
by implemented approach, including theoretical and practical considerations, followed by the
respective results and discussion of that same model. A comprehensive comparative analysis is
done at the end of the chapter, having the results for all implemented approaches into account.

Considering the literature for clinical entity extraction tasks, four different approaches are
selected to assess this task. CRF is a shallow ML approach relevant to sequence prediction, us-
ing additional contextual information in model prediction. The sequence prediction allows the
model to understand the dependencies between labels and possible transitions between labels.
Adopting the IOB tagging, CRF can learn that an I tag should not follow an O tag, because the
first token of an entity must be labelled with a B tag. BiILSTM is a bidirectional neural network
architecture in which one LSTM layer takes the input in a forward direction whereas the other
LSTM layer receives the input in a backward direction. The bidirectionality increases the avail-
able context information available to the algorithm. However, each model prediction is indepen-
dent, so the logic behind IOB tagging cannot be learned. The BiLSTM-CRF model combines the
previously mentioned approaches. By adding a CRF layer to the BILSTM model, it can learn the
logic regarding the possible label transitions, increasing the model performance. Lastly, BERT
based models apply the bidirectional training of the Transformer attention model, allowing for
the model to have a deeper sense of language context than single-direction approaches.

5.1 Experiment Design

There are several characteristics that are common to all the models implemented in the clinical
entity extraction task. The data employed in this task results from the manual annotation process
described in Section 4.2. A total of 5 thousand sentences corresponding to 980 clinical cases were

annotated with the entities of interest.

Since the number of annotated sentences is scarce, an independent test set was not defined.

53
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Instead, in all approaches, K-fold cross-validation with K equal to 5 was applied. In each fold,
1 thousand sentences are set as test data. From the remaining sentences, 1 thousand are saved
as the validation set, and the training data in each fold is composed of 3 thousand sentences.
The training data is used to train a model in each fold. The model is then evaluated using
the validation set, by analysing the corresponding macro Fl-score, that is considered in the
model optimisation phases and in the evaluation of the model generalisation capacity. Lastly, a
prediction is made in each fold using the respective test set, and both the ground truth values
and the predicted values for the 5 trained models are saved. Therefore, the evaluation of each
approach is done using all the manually annotated data.

The evaluation metric utilised in the clinical entity extraction task to assess model perfor-
mance is Fl-score, although precision and recall outcomes are also presented. The expressions
for the mentioned evaluation metrics are presented in Equations 2.8, 2.6 and 2.7, respectively.

Taking into consideration the token percentage for each tag analysed in Table 4.4, the per-
centage of tokens annotated with the O tag is substantially higher than the percentages for
the remaining tags. On the contrary, the I-Negation and I-Lateralisation tags percentages are
negligible comparing with the remaining tags. For this reason, in an attempt to minimise the
class imbalance with the other entities, the above-stated tags are left out from the clinical entity
extraction task evaluation.

5.2 Classification with CRF

ML architectures, such as CREF, require a selection of relevant features for the addressed task. In
NER problems, relevant features have been analysed, such as lemma, POS, word morphological
and orthographic characteristics [110].

The token classification task can benefit from extracting features from the said token, as
well as neighbour tokens. In the developed CRF implementation, 3-token feature extraction was
employed, considering the current token, the previous and the subsequent tokens, to which the
following features were extracted:

* Linguistic features:

— Token, e.g. "Delimitados" (Delimited);
— Lowercased token, e.g. "delimitados" (delimited);
- POS tag, e.g. "VERBO" (VERB);

- Lemma, e.g. "delimitar" (delimit);
* Morphological and Orthographic features:

— Token begins with uppercase word, e.g. "Aerius". Possible values: True and False;
— Token only has uppercase characters, e.g."QA". Possible values: True and False;
- Token is numerical value, e.g. "42". Possible values: True and False;

- Token prefixes using 3-character window: considering the token "granuloma" (granu-

"non "o,

loma), the suffixes are "gra", "gr" and "g";
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- Token suffixes using 3-character window: considering the token "granuloma" (granu-

n_n,

loma), the prefixes are "oma", "'ma" and "a";

— Token length, e.g. "granuloma" (granuloma) has 9 characters.

In the model training process, it is possible to assess the weight that each feature has in the
model prediction outcome. The feature weight analysis allows a better understanding of what
features have more influence in the model prediction, with positive weights corresponding to a
greater influence in the model outcome. Summing all the weights for each feature, it is possible
to analyse which ones have a greater influence in the model prediction.

The CRF model implementation utilised the sklearn-crfsuite package !° in Python. The hy-
perparameters used in the CRF training are presented in Table 5.1. The number of maximum
iterations is set to 100, and the possible transitions are set to false so that transitions between en-
tities that are not observable in the training set are not considered by the model. The L1 and L2
coefficient values for regularisation result from a hyperparameter optimisation using a gradient
descend for the Limited-Memory Broyden-Fletcher-Goldfarb-Shanno (L-BFGS) [116] algorithm.

Table 5.1: Hyperparameters used in CRF training.

Hyperparameter Value
Training Algorithm Limited-Memory Broyden-Fletcher-Goldfarb-Shanno (L-BFGS)
Maximum Iterations 100

All Possible Transitions False
L1 Coefficient 2-1
L2 Coefficient 2-5

The L1 and L2 coefficients combination considered in the grid search varied between 27>
and 2°, with the exponent varying 1 unit at the time. The values were selected having macro
average Fl-score as the metric to maximise. The grid search results for the L1 and L2 coefficients
variation is represented in Figure 5.1. It can be concluded that higher Fl-scores are obtained
when using lower values for L1 and L2 coefficients. The best performance is achieved for the
L1 coefficient equal to 2~! and the L2 coefficient equal to 272, resulting in an Fl-score of 0.645.
The results are in accordance with the literature since lower coefficients cause the most impor-
tant features to have a higher weight. In contrast, higher coefficients give equal weights to all
features [88].

15“sklearn-crfsuite package”: https://sklearn-crfsuite.readthedocs.io/en/latest//.Accessed on 02-06-2021


https://sklearn-crfsuite.readthedocs.io/en/latest//

56 Clinical Entity Extraction

Weighted F1-Score

0.03125
0.60
0.0625
0.125 055
0.25 050
§ 0.5
E 0.45
b 1.0 ‘
[=]
ot - 0.40
j 0 : .

o ) : 7 S0
-0.30
GV 0.486| 0.485(0.486(0.486|0.482 0447 . 0.372 0.315

32.0 -0.378 0.379 0.378 0.376 0.370 0.368 0.359 0.346 0.329 0.291 0.216

-0.25

{ | 4 U I '

{ ] ] " f
n n o o v o < = 2 1 o
] 0 - - < — o~ < © "] o
" =] P
] S
o

L2 Coefficient

Figure 5.1: Grid Search for L1 and L2 coefficients optimisation with Macro Fl-score
maximisation.

5.2.1 Results and Discussion

Figure 5.2 comprises the macro average Fl-scores both for the validation and test set. The vali-
dation results of the 5-fold cross-validation are also reported in Figure 5.2 as it allows discussing
the generalisation power of the model and the existence, or not, of overfitting.

It is possible to conclude that, considering the macro Fl-scores, the results are similar for
the test and validation set. So, it can be assumed that overfitting was avoided, and the model is
able to generalise its performance to unseen data.

The results for the clinical entity extraction are presented in Table 5.2. For each entity
resulting from the IOB tagging, the precision, recall and Fl-score are displayed. The same
evaluation metrics are calculated using macro and weighted averages to evaluate the model
performance.

Similarly to the annotation validation results, the B and I tags referring to the Modifier
and Evolution entities show the worst Fl-score values. This is expected because these entities
refer to parts of the text that are too general and variable, with a high unique token percentage,
as confirmed in Table 4.4. Other entities in which the text is more specific, such as Value,
Lateralisation or Negation, are more easily correctly predicted by the CRF model, achieving
better Fl-score values. Regarding the Anatomical Site and Condition entities, that incorporate
relevant information for clinical cases risk prioritisation, the B tags (B-AnatomicalSite and B-
Condition) reveal F1-scores of 0.78 and 0.79, respectively. The high F1-score values for these tags
allow to conclude that the vast majority of instances are being correctly identified by the model.
However, the Fl-score values for the I tags (I-AnatomicalSite and I-Condition) are considerably
lower, decreasing to 0.62 and 0.64, respectively. These tags have a lower amount of tokens than
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Figure 5.2: CRF model performance assessment using macro F1-score for test and validation
sets.

the B tags, which influences the ability of the model to be able to make a correct prediction.

Comparing with the results obtained in the literature using CRF architectures for entity
extraction, Lopes ef al. [88] achieved an average macro Fl-score for 10-fold cross-validation of
0.765£0.023%, using 13 clinical entities. Thus, it can be stated that the results obtained with
the CRF architecture, using the annotated Dermatology clinical notes, are similar to the results

found in the literature.

5.2.1.1 Entity Transition Analysis

The CRF algorithm performs a prediction based on sequence information. The model can learn
what are the most and least likely tag transitions. Each transition is assigned a weight, either
positive or negative, representing the transition likelihood.

Table 5.3 displays the ten most likely transitions learned by the CRF model. Analysing
the values, seven out of the ten most likely transitions represent a transition from the B tag to
the I tag of a certain clinical entity, e.g. from B-DateTime to I-DateTime. From these results, it
can be concluded, to a certain extent, that the logic behind the IOB tagging is understood by
the model. Being able to consider this logic is detrimental to making the model prediction as
precise as possible. The fact that DateTime, Lateralisation and Exam are the entities in which the
transition from the B tag to the I tag have the highest weights may happen because the majority
of instances belonging to the mentioned entities are similar. Therefore, it is expected that the
prediction is more precise in these entities than, for example, the entity Modifier, that comprises
all tokens that modify other entities and has a higher number of unique tokens, as confirmed
in Table 4.4. The three remaining most likely transitions are between two tokens of the same
entity with an I tag, e.g. from I-Exam to I-Exam. The three entities with a likely I tag to I tag
transition comprised in Table 5.3 (Exam, Appointment and DateTime) are entities in which each
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Table 5.2: Results for clinical entity extraction task using CRF model. For each evaluation
metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.81 0.75 0.78
I-AnatomicalSite 0.66 0.59 0.62
B-Appointment 0.79 0.73 0.76
I-Appointment 0.68 0.67 0.67
B-Condition 0.82 0.76 0.79
I-Condition 0.67 0.62 0.64
B-DateTime 0.81 0.77 0.79
I-DateTime 0.84 0.82 0.83
B-Evolution 0.56 0.43 0.49
I-Evolution 0.56 0.52 0.54
B-Exam 0.87 0.78 0.82
I-Exam 0.71 0.54 0.62
B-Lateralisation 0.87 0.80 0.83
B-Modifier 0.61 0.53 0.57
I-Modifier 0.57 0.52 0.54
B-Negation 0.88 0.94 0.91
B-Therapeutic 0.86 0.78 0.82
I-Therapeutic 0.82 0.68 0.74
B-Value 0.88 0.82 0.85
I-Value 0.81 0.74 0.77
macro avg 0.75 0.69 0.72
weighted avg 0.72 0.66 0.69

occurrence has typically more than one token. For that reason, it becomes easier for the model

to learn these transitions, becoming part of the most likely in the CRF model prediction.

In contrast, Table 5.4 presents the ten least likely transitions in the CRF model prediction.
Given that the model only considers transitions that are observable in the training set, the pre-
sented transitions are found in the annotated corpus. In the annotation process, there were
instances in which two consecutive tokens from the same entity were separated. Considering
the example "Aplicar aldara ou imicare 3x semana durante 4 a 6 semanas" (Apply aldara or imicare
3x week during 4 to 6 weeks), extracted from the annotated corpus, the expressions "3x semana"
(3x week) and "durante 4 a 6 semanas" (during 4 to 6 weeks) are considered two separate instances
from the DateTime entity. That generates an unusual I-DateTime — B-DateTime transition, that
is unlikely to be predicted by the CRF model. The same situation happens with the Modifier
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Table 5.3: Ten most likely tag transitions in CRF model prediction. Outline of involved tags in
transition (From — To) and respective weight.

From — To Weight
B-DateTime — I-DateTime 9.334
I-Exam — I-Exam 8.403
B-Lateralisation —  I-Lateralisation 8.079
B-Exam —  I-FExam 8.016
I-Appointment — I-Appointment 7.951
I-DateTime —  I-DateTime 7.835
B-AnatomicalSite — I-AnatomicalSite | 7.712
B-Therapeutic —  I-Therapeutic 7.490
B-Appointment — I-Appointment 7.378
B-Modifier — I-Modifier 7.147

and Evolution entities, as concluded by analysing the weights of the transitions I-Modifier — B-
Modifier, B-Modifier — B-Modifier, and I-Evolution — B-Evolution. Besides, from the values
presented, it can be stated that the Evolution entity is rarely preceded by the Modifier entity or
followed by text that does not belong to any entity (and, therefore, assigned with the O tag). The
transition B-Value — B-Value is most likely to result from an annotation error, since the Value
entity is commonly composed by more than one token, corresponding to the numerical value
and the unit.

Table 5.4: Ten least likely tag transitions in CRF model prediction. Outline of involved tags in
transition (From — To) and respective weight.

From — To Weight
I-DateTime — B-DateTime -3.082
I-Modifier — B-Modifier -2.599
I-Evolution — B-Evolution -1.891
B-Modifier — B-Modifier -1.849
B-Value — B-Value -1.791
B-Evolution — (@) -1.607
B-Modifier — B-Lateralisation -1.573
I-Evolution — B-Modifier -1.512
I-Evolution — (@) -1.298
[-Modifier — B-Evolution -1.257
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5.2.1.2 Feature Weight Analysis

As stated in Section 5.2, it is possible to examine how each feature influences the clinical entity
prediction process. A positive weight implies that the considered feature is strongly correlated
to the prediction of the corresponding tag. Contrarily, a negative weight reveals the features that
least impacted the prediction. The weights for each feature were summed, so that it is possible
to assess which features have more influence in the CRF model prediction.

The features with more weight in the CRF model prediction are presented in Table 5.5.

Table 5.5: Ten most meaningful features in CRF model prediction.

Feature Weight
Token lowercase 749.39
Lemma 695.34
Token 597.74

Token 3-character prefix 562.03
Token 3-character suffix 377.49

Previous token lowercase 324.93
Previous token 318.16
Subsequent token 261.68

Subsequent token lowercase | 256.77

Previous token prefix 236.15

Besides the token itself, the lowercase version of the token, the lemma and the prefix and
suffix analysis considering 3 characters are the features with more influence on the model pre-
dictions. The results imply that features related to the specific token being analysed, mostly
linguistic, have a greater weight in the prediction. The previous and subsequent tokens and low-
ercase tokens also belong to the features with more weight in the CRF model, with the previous
token having slight higher weight values for both features than the subsequent word. Lastly, the
previous word prefix is also included in the top ten features that more strongly influence the

model prediction.

On the other hand, Table 5.6 indicates which ten features have less weight and, therefore,
less influence in the CRF model prediction. Analysing the results, it can be concluded that the
previous and subsequent token length do not add meaningful information to the model. The
same can be concluded to the boolean feature that returns if the first character in a token is
uppercase, which has low weights for the current, the previous and subsequent tokens. Con-
sidering the subsequent token, POS, lemma and the boolean variable that shows if the token
is digit are part of the ten lower feature weights. This indicates that the subsequent token is
less considered in the model prediction than the previous and current tokens. However, there
are two boolean features in the ten features with less weight relative to the current token - the
features that show if all characters in the token are uppercase or if the token is a digit, having a
minimal influence on the CRF model prediction.
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Table 5.6: Ten least meaningful features in CRF model prediction.

Feature Weight
Subsequent token length -4.91
Token is uppercase -2.79
Previous token length -2.72
Previous token first character is uppercase -2.44
Token first character is uppercase -0.77
Subsequent token POS -0.72
Subsequent token lemma -0.70
Subsequent token is digit -0.64
Subsequent token first character is uppercase | -0.20
Token is digit -0.04

5.3 Classification with BiLSTM

The Bidirectional LSTM implementation was carried out using Keras!®, an API for high-level
neural networks, in version 2.3.1. Keras has a Tensorflow backend, and it is an intuitive way to
create the neural networks, easily selecting the desired layers to include.

As previously stated, the annotated data is divided into 5 thousand sentences. For the
implementation, it is fundamental to have sentence length into account, since all model inputs
may have the same length. Analysing the data, it was concluded that the maximum sequence
length is 80. Afterwards, each sentence was preprocessed using a padding strategy, so that all
sentences have the maximum sentence length. The tokens used for the padding are at the end of
the sentence. The padding process is performed both in the model inputs and the output. The
value used in each input and in the output is carefully selected, because it cannot be the same
as any token found in the sentences. The value "ENDPAD” is used for padding since it cannot

be found in the vocabulary.

An illustration of the implemented BiLSTM model architecture with the corresponding in-
puts and outputs for the clinical entity extraction task is exhibited in Figure 5.3. The BiLSTM
model used three different inputs, with information related to each token and padded to the
maximum sentence length. The inputs are the token, the corresponding lemma, and the POS
tag. The last two inputs were computed using the lemmatiser ans POS tagger methods from the
Spacy Portuguese model, which is trained in general domain text from news.

Both the input data and the labels are converted from a categorical format to numerical
data, by performing integer encoding in all variables. Integer encoding results in a dictionary, in
which each unique token has one corresponding integer value. Subsequently, one-hot encoding
is applied to the labels [117], resulting in binary class matrixes for each sentence. The input
integer encodings are inputs to the embedding layers in the model. For the token and lemma
inputs, a matrix of weights is generated using the FastText model described in Section 4.3. The

16“Keras API”: https://keras.io/s.Accessed on 20-06-2021
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Figure 5.3: BILSTM model architecture illustration.

corresponding embedding layers is seeded with the FastText embedding weights. On the other
hand, the embedding layer for the POS tag input does not use pre-trained WE, but updates the

weights during the training.

The hyperparameters used in the BILSTM model are summarised in Table 5.7. The number
of LSTM units is the same as the WE vector size. The dropout is a technique that aims to
regularise the training and avoid overfitting. It refers to the number of randomly neural network
units that are left out of the training process. The dropout percentage is set in 50%, so that
overfitting is avoided. The Adam optimisation function was the selected optimiser [118]. Adam
adapts the learning rate to the average first model, as well as to the second moments of the
gradient descend, i.e., considering the mean and variance. The learning rate is set to 0.0005. A
low learning rate is preferred since it favours gradient convergence, assuring neither any local

minimums are missed, nor gradient descent overshoots.

Table 5.7: Hyperparameters used in BiLSTM training

Hyperparameter Value
LSTM Units 300
Dropout Percentage 50%
Optimiser Adam
Learning Rate 0.0005

The number of epochs was not determined in advance of model training. Instead, an early
stopping method was implemented. For that, a considerably large number of epochs was de-
fined, and the model training stopped after 20 epochs with no validation Fl-score variance
greater than 0.5%. Early stopping helps avoid model overfitting to the training set, such as when
an arbitrary substantial number of epochs is fixed, or the opposite problem of underfitting for a

reduced epochs number.
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5.3.1 Results and Discussion

The comparison between the mean of the macro F1-scores obtained for the validation set in each
5 folds and the macro Fl-score for the test set is exhibited in Figure 5.4. There is a decay on
the Fl-score for the test set. However, the difference between the two Fl-score values is not
considerable, since it is still in the range of the validation set standard deviation. Therefore, it
can be stated that there is no overfitting in the model training process.

BiLSTM Classifier Performance
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Figure 5.4: BILSTM model performance assessment using macro Fl-score for test and
validation sets.

The results per tag, as well as the average results, considering precision, recall and F1-score
as evaluation metrics are presented in Table 5.8.

Similarly to the previous results, the Modifier and Evolution entities have the worst F1-
scores out of all entities analysed, in accordance with the validation annotations. The fact that
the vocabulary and sentence construction for these entities varies more than in other entities

compromises the model performance.

The F1-score values have almost entirely decreased, with only one exception that maintained
the Fl-score. Considering the I tags for all entities, and comparing them with the results pre-
sented in the previous section, the respective Fl-scores decreased more considerably than the B
tags evaluation metrics. These results reinforce the inability of the BILSTM model to understand
the logic behind IOB tagging. The Negation entity also suffered a considerable decrease for a
F1-score of 0.78, comparing with 0.91 for the CRF model. Oppositely, B-Condition F1-score only
had a slight decrease to 0.76, and B-AnatomicalSite maintained the 0.78 F1-score.

Overall, the results are lower than those obtained using the CRF model. Comparing the
macro Fl-score, it decreased from 0.72 for CRF to 0.66 in the BiLSTM implementation. BiLSTM
is composed by two LSTM layers, each interpreting the input in a forward and backward di-
rection. The additional context resultant from the bidirectional architecture can improve model
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Table 5.8: Results for clinical entity extraction task using BILSTM model. For each evaluation
metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.80 0.77 0.78
I-AnatomicalSite 0.68 0.44 0.53
B-Appointment 0.73 0.69 0.71
I-Appointment 0.76 0.57 0.65
B-Condition 0.80 0.72 0.76
I-Condition 0.65 0.54 0.59
B-DateTime 0.78 0.57 0.66
I-DateTime 0.84 0.73 0.78
B-Evolution 0.52 0.22 0.31
I-Evolution 0.52 0.48 0.50
B-Exam 0.82 0.73 0.77
I-Exam 0.74 0.49 0.59
B-Lateralisation 0.83 0.85 0.84
B-Modifier 0.57 0.49 0.53
I-Modifier 0.55 0.40 0.46
B-Negation 0.83 0.73 0.78
B-Therapeutic 0.88 0.70 0.78
I-Therapeutic 0.72 0.63 0.67
B-Value 0.82 0.79 0.81
I-Value 0.83 0.73 0.77
macro avg 0.73 0.61 0.66
weighted avg 0.70 0.59 0.64

performance in sequence classification tasks. However, the predictions are still independent

from each other. For that reason, the results do not outperform the CRF model.
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5.4 Classification with BiLSTM-CRF

Throughout this chapter, the capacity of CRF models to perform a sequence prediction has been
described as important in the clinical entity extraction task. The results presented for CRF and
BiLSTM, in Sections 5.2 and 5.3, respectively, corroborate the CRF layer importance. The fact
CRF obtained better results than the BILSTM neural network model can be associated to the
ability to understand the sequential logic behind IOB tagging.

For that reason, based on the neural network developed in the previous section, a BILSTM-
CRF model was implemented. The added CRF layer was implemented using the TensorFlow

Addons repository!”, in version 0.13.0.

The hyperparameters used for training the BILSTM layer are the same as presented in Ta-
ble 5.7 of the previous section. Besides, the early stopping method is also implemented. That
way, in each fold, the model training ends when the validation macro Fl-score does not vary
more than 0.5% during 20 epochs. The number of units in the CRF layer is equal to the num-
ber of IOB tags representing the clinical entities. The described neural network is illustrated in

Figure 5.5.

Input1: Tokens Embedding1

e e Embedding2 BILSTM TimeDistiibited CRF s
(Dense)

Input3: POS i Embedding3

Figure 5.5: BILSTM-CRF model architecture illustration.

5.4.1 Results and Discussion

The bar chart in Figure 5.6 shows the macro average Fl-scores for the validation and test sets.
The similarities between values, and the fact that the test F1-score value is inside the standard
deviation range corroborates the conclusion that there is no overfitting in the BILSTM-CRF model

training.

17“Tensorflow Addons repository”: https://www.tensorflow.org/addons.Accessed on 09-06-2021
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Figure 5.6: BILSTM-CRF model performance assessment using macro Fl-score for test and
validation sets.

Table 5.9 summarises the results obtained for the clinical entity extraction task using the
BiLSTM-CRF implementation.

The macro and weighted Fl-scores prediction results for the the BILSTM-CRF model have
increased when compared to the results of the BiLSTM architecture. Considering the evalu-
ation scores of the I tags, the majority achieved a better Fl-score. This excludes I-Condition
and I-Appointment, that maintained the Fl-score for both approaches, and I-Therapeutic, that
decreased from 0.67 to 0.64. The tags with highest Fl-score increase are B-Negation, with an
increase of 0.14 over the CRF F1-score value, and I-Value, with a 0.13 Fl-score increase.

Similarly to the results obtained for the previous analysed approaches, and in concordance
with the annotation validation, the Modifier and Evolution entities obtain the worst Fl-scores,
both for B and I tags.

It is important to address that, although the results increased when comparing with the
BiLSTM architecture implementation, a decrease in the evaluation metrics values is observed
when comparing with the CRF model. It would be expected that the hybrid approach, with a
CREF layer on top of the BiLSTM architecture, would have better results, which does not occur.
The Fl-scores discrepancy may be due to the different inputs used in the two models. In the
CRF model, all the features listed in Section 5.2 were considered in the CRF training, charac-
terizing each token and the neighbour tokens as well, in terms of linguistic and morphological
features. On the other hand, in the BILSTM-CRF architecture implementation, only linguistic
features as tokens, lemma and POS were used as input to the model. Additionally, the prefix
and suffix information, that had a high weight in the CRF architecture, are in a way considered
in the BILSTM-CREF prediction because of the FastText model used for WE. Nevertheless, a direct
comparison of the results obtained for both approaches is not feasible, because of the difference
in inputs utilised for both approaches.
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Comparing the BiLSTM-CRF implementation outcomes with the results found in the lit-
erature for Portuguese clinical entity extraction, Lopes et al. [88] achieved a macro Fl-score of
0.794+£0.021. Once again, the discrepancy in performance when compared with the obtained re-
sults can be justified with the fact that the input data in [88] included morphological information
from each token, that was not considered in the BILSTM-CRF architecture implemented in this
dissertation work.

Table 5.9: Results for clinical entity extraction task using BILSTM-CRF model. For each
evaluation metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.78 0.72 0.75
I-AnatomicalSite 0.74 0.58 0.65
B-Appointment 0.83 0.84 0.83
I-Appointment 0.67 0.46 0.55
B-Condition 0.82 0.73 0.77
I-Condition 0.69 0.51 0.59
B-DateTime 0.77 0.57 0.66
I-DateTime 0.79 0.76 0.77
B-Evolution 0.55 0.15 0.24
I-Evolution 0.54 0.57 0.55
B-Exam 0.82 0.72 0.77
I-Exam 0.74 0.52 0.61
B-Lateralisation 0.79 0.93 0.85
B-Modifier 0.58 0.53 0.55
I-Modifier 0.56 0.40 0.47
B-Negation 0.89 0.96 0.92
B-Therapeutic 0.91 0.80 0.85
I-Therapeutic 0.80 0.53 0.64
B-Value 0.89 0.85 0.87
I-Value 0.83 0.89 0.86
macro avg 0.75 0.65 0.69
weighted avg 0.72 0.63 0.66

5.5 Classification with BERT

BERT models are Transformer-based large neural network architectures, with a great amount
of trainable parameters. The model pre-training requires a large dataset. Otherwise, the pre-

training in a small dataset would most likely result in overfitting. Considering that the annotated
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Dermatology corpus only contains 5 thousand sentences, it would not be sufficient for the pre-
training process. Therefore, the adopted approach was model fine-tuning.

The fine-tuning of a pre-trained BERT-based model to a certain task results from adding
an additional output layer to a pre-trained model. That way, the number of learned parameters
are minimal when comparing with model pre-training [82]. In NER tasks, the additional output
layer is a projection of the token hidden state size to the number of entities. A succeeding
softmax operation converts the outputs into probabilities. Figure 5.7 illustrates the BERT fine-
tuning process to a NER task. The [CLS] token included in the beginning of each sentence,
and the [SEP] token at the end of each sentence (not included in the illustration because a
single sentence is given as input) are not particularly relevant for the NER taks, since no tag is
associated to these tokens. Nevertheless, these two particular tokens should be included in the
fine-tuning input, so that it does not differ from the pre-training input.
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Figure 5.7: BERT fine-tuning for NER task using single sentence as input. Adapted from [82].

The BERT base models fine-tuning was performed using the NERDA package!®. NERDA
supports the fine-tuning of transformers for NER tasks specifically. The fine-tuning can be
carried out utilising an already pre-trained transformer model available in the HuggingFace!®
repository.

In the context of the developed work, three pre-trained BERT based models were fine-tuned.
The models choice takes into account the language in which the corpus is written. In this case,
as the clinical notes are written in Portuguese, the appropriate models for the clinical corpus
should be pre-trained in Portuguese, or in multiple languages, resulting in a multilingual BERT
model. For those reasons, the three selected architectures are the following;:

* BERT Base Multilingual Cased (BERTmulti cased) - pre-trained BERT architecture us-
ing a large multilingual general domain corpus composed by the top 104 languages with

18“NERDA Python package”: https://pypi.org/project/NERDA/.Accessed on 02-06-2021
19“HuggingFace repository”: https://huggingface.co/.Accessed on 20-06-2021
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largest Wikipedia repositories. In cased models, the tokens uppercase and lowercase char-

acters are maintained in the model training®.

¢ BERT Base Multilingual Uncased (BERTmulti uncased) - pre-trained BERT architecture
using a large multilingual general domain corpus composed by the top 102 languages with
largest Wikipedia repositories. In uncased models, the tokens are lowercased before the
model pre-training?!.

* BERT Base Portuguese Cased (BERTpt) - pre-trained BERT architecture for Brasilian Por-
tuguese trained on the general domain Brasilian Web as Corpus dataset (BrWaC) [109].

The BERT model size can be Base or Large. As mentioned, all three chosen BERT based
models are defined as Base models. BERT Base models have 12 layers, 12 self-attention heads
and the hidden state size is 768 per token. In this architectures, the total trainable parameters are
110 million. In contrast, BERT Large architectures are composed by 24 layers, 16 self-attention
heads and hidden state size of 1024, resulting in 340 million trainable parameters. As stated
in Section 3.4.1.3, in [108], the BERTpt Large model achieved worse Fl-score results for both
datasets in the NER task. Considering this factor, as well as the computational cost associated
with the BERT Large architecture, only BERT Base architectures were utilised in the dissertation
work.

The same hyperparameters were used in the fine-tuning of the three selected BERT-based
models, and are dispalyed in Table 5.10. According to Devlin et al. [82], the recommended
number of epochs for model fine-tuning is 4. The training warmup steps are defined to 500,
meaning that for 500 steps in the beginning of the fine-tuning process the learning rate is lower.
This allows for the network to gradually adapt to the training data. The training batch size
hyperparameter defines the number of samples that is propagated through the network at the
time. The recommended values for training batch size in [82] are 16 and 32. The advantages of
smaller training batch sizes are less memory used for the training process and less training time.
For that reason, the training batch size of 16 was selected. The learning rate hyperparameter
controls the rate at which the model adapts to the training data. Lower learning rate values
lead to less weight changes in each update, and therefore more training epochs, that favour
gradient convergence. The selected learning rate of 0.0001 was the default value for the NERDA

fine-tuning model.

Table 5.10: Hyperparameters used in BERT-based models fine-tuning.

Hyperparameter Value
Epochs 4
Warmup Steps 500
Train Batch Size 16
Learning Rate 0.0001

20“BERT multilingual cased model”: https://huggingface.co/bert-base-multilingual-cased.Accessed on 20-
06-2021

21“BERT multilingual uncased model”: https://huggingface.co/bert-base-multilingual-uncased.Accessed on
20-06-2021
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5.5.1 Results and Discussion

A comparison between the macro Fl-scores for the validation and test sets is an important
step to assess the model ability to generalise the results to any set used as input. Figure 5.8
depicts that comparison for BERTmulti uncased, BERTmulti cased and BERTpt, respectively. No
considerable discrepancy is observed between the validation and test F1-scores. Hence, it can be
concluded that no overfitting occurred in the fine-tuning of any of the models.

BERT-based Classifiers Performance

0,8
0,6
0,4 0.807 0.808 &0 760 0.811 =0.765
0,2
0

BERTmulti uncased BERTmulti cased BERTpt

W Validation m Test

Figure 5.8: BERT-based models fine-tuning assessment using macro Fl-score for test and
validation sets.

As previously stated, a training and test set is extracted for each five folds computed. For
each fold, a model is trained using the training set and afterwards, a tag prediction is performed
for the test set. Hence, the entire annotated dataset is used as test set as consequence of the
K-Fold cross-validation performed, and the evaluation metrics comprise the predictions of the
five trained models.

The classification reports obtained for the fine-tuning of BERT multilingual uncased, BERT
multilingual cased, and BERTpt, using the annotated clinical corpus are presented in Tables 5.11,
5.12, and 5.13, respectively. An analysis of the results obtained for the three BERT-based model
allows to conclude that, although there are slight variations in the evaluation metrics for each
tag, the average Fl-scores computed for the three models are similar. Along with Figure 5.8, it is
concluded that BERTpt holds the greater F1-score value of 0.765, followed by BERTmulti cased
with 0.760, and lastly, BERTmulti uncased with an Fl-score of 0.757.

Although the Modifier and Evolution entities maintain the tendency of previously analysed
approaches and are the entities with the lowest values in the evaluation metrics, there is a con-
siderable increase in the evaluation metrics values for these entities, which positively influences
the overall performance of the fine-tuned models.

Analysing the evaluation metrics for certain entities that will subsequently have a greater
influence on the risk prioritisation task helps assessing and comparing the performance of each
BERT-based model. For both B and I tags of the Anatomical Site entity, the highest Fl-score
values of 0.86 and 0.71, respectively, are obtained in the fine-tuning of BERTpt. Higher values
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Table 5.11: Results for clinical entity extraction task using BERT multilingual uncased model.
For each evaluation metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.83 0.87 0.85
I-AnatomicalSite 0.83 0.58 0.68
B-Appointment 0.78 0.82 0.80
I-Appointment 0.90 0.64 0.75
B-Condition 0.80 0.79 0.80
I-Condition 0.71 0.62 0.66
B-DateTime 0.81 0.84 0.83
I-DateTime 0.88 0.88 0.88
B-Evolution 0.53 0.54 0.54
I-Evolution 0.65 0.60 0.62
B-Exam 0.84 0.81 0.82
I-Exam 0.80 0.57 0.67
B-Lateralisation 0.82 091 0.87
B-Modifier 0.59 0.65 0.62
I-Modifier 0.63 0.54 0.58
B-Negation 0.87 0.96 0.92
B-Therapeutic 0.86 0.90 0.88
I-Therapeutic 0.83 0.69 0.76
B-Value 0.85 0.90 0.88
I-Value 0.76 0.73 0.75
macro avg 0.78 0.74 0.76
weighted avg 0.75 0.73 0.74

are also obtained for the tags B-Condition and I-Exam, reaching Fl-score values of 0.81 and
0.69. The results for the Evolution entity are the equal for the three BERT models. Still, when
compared with the other implemented approaches, a substancial increase is observed, from B-
Evolution and I-Evolution Fl-score values of 0.31 and 0.50 in the BiLSTM implementation, to
0.54 and 0.62 in all fine-tuned BERT models.

Concerning the results found in the literature for the fine-tuning of the three chosen BERT
models, Schneider et al. [108] analysed the BERT based models fine-tuning outcomes in two dif-
ferent clinical domain text datasets. One of the datasets included 1 thousand notes from several
medical specialties, while the other dataset was composed by 281 Neurology notes annotated
in [87], [88] and made publicly available. For the multiple specialty corpus, the macro average
F1-scores obtained with BERTmulti uncased, BERTmulti cased and BERTpt were 0.588, 0.582 and
0.585, respectively. The Neurology corpus achieved macro F1-scores of 0.912, 0.921 and 0.916, re-
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Table 5.12: Results for clinical entity extraction task using BERT multilingual cased model. For
each evaluation metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.82 0.86 0.84
I-AnatomicalSite 0.81 0.60 0.69
B-Appointment 0.79 0.80 0.80
I-Appointment 0.88 0.65 0.74
B-Condition 0.81 0.79 0.80
I-Condition 0.71 0.63 0.67
B-DateTime 0.83 0.84 0.84
I-DateTime 0.89 0.88 0.88
B-Evolution 0.53 0.55 0.54
I-Evolution 0.64 0.61 0.62
B-Exam 0.84 0.82 0.83
I-Exam 0.80 0.59 0.68
B-Lateralisation 0.82 0.91 0.86
B-Modifier 0.60 0.67 0.63
I-Modifier 0.64 0.55 0.59
B-Negation 0.88 0.97 0.92
B-Therapeutic 0.85 0.90 0.88
I-Therapeutic 0.81 0.72 0.76
B-Value 0.84 0.90 0.87
I-Value 0.78 0.72 0.75
macro avg 0.78 0.75 0.76
weighted avg 0.75 0.73 0.74

spectively. Comparing these results with the ones obtained in the scope of the dissertation, there
is an inverse relationship between the number of clinical cases used in the fine-tuning process
and the obtained results: the greater the number of clinical cases used, the lower the evaluation
metrics obtained. In addition, the inclusion of texts from various medical specialties lead to the
presence of terms and expressions from different medical domains in the vocabulary, and may
undermine the model prediction. Besides, the Neurology corpus is not representative of EHR
clinical notes because the cases were extracted from a journal. Therefore, the corpus does not

include spelling errors that are very common in EHR notes.

The results obtained for the Dermatology annotated corpus for the three implemented BERT
models are similar to the results obtained in [108]. The results are intermediate values when
compared to the results for both the Neurology and multiple specialty datasets. When compared

with the results obtained for the other implemented approaches, the BERT-based models achieve
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Table 5.13: Results for clinical entity extraction task using BERTpt base model. For each
evaluation metric, best results in bold and worst results underlined.

Precision | Recall | F1-Score
B-AnatomicalSite 0.85 0.87 0.86
I-AnatomicalSite 0.84 0.62 0.71
B-Appointment 0.77 0.81 0.79
I-Appointment 0.89 0.62 0.73
B-Condition 0.81 0.80 0.81
I-Condition 0.70 0.62 0.66
B-DateTime 0.83 0.83 0.83
I-DateTime 0.87 0.88 0.88
B-Evolution 0.54 0.54 0.54
I-Evolution 0.64 0.60 0.62
B-Exam 0.84 0.82 0.83
I-Exam 0.79 0.61 0.69
B-Lateralisation 0.85 0.87 0.86
B-Modifier 0.59 0.66 0.62
I-Modifier 0.64 0.56 0.60
B-Negation 0.88 0.97 0.92
B-Therapeutic 0.87 091 0.89
I-Therapeutic 0.85 0.72 0.78
B-Value 0.85 0.90 0.87
I-Value 0.77 0.75 0.76
macro avg 0.78 0.75 0.76
weighted avg 0.76 0.73 0.74

the highest evaluation metrics values. The results are, therefore, congruent with the literature,
that affirm that BERT models are the state-of-the-art approach for many NLP tasks, such as
entity extraction.

Although the performance of the three analysed BERT models is similar, BERTpt is more
precise in extracting certain tags that strongly correlate with the risk prioritisation, such as
Anatomical Site and Condition, besides having a slight higher macro Fl-score. Hence, the fine-
tuned BERTpt model is selected to extract the clinical entities from the remaining 12,058 texts
from the NHS dataset. The extracted information is used as input in the risk prioritisation model
described in the following chapter.

It is important to mention that there is a BERT-based model pre-trained with clinical domain
text in Portuguese, named BioBERTpt, introduced by Schneider et al. [108]. As explained in
Section 3.4.1.3, BioBERTpt is pre-trained with Portuguese clinical domain text, being the most
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adequate BERT based model in the scope of the developed work. Although it is available in the
HuggingFace repository, the BioBERTpt model pre-trained with the 3 million clinical notes is
not fine-tuned for the NER task. Therefore, it is not possible to use BioBERTpt as a model in
NERDA.

5.6 Comparison of Clinical Entity Extraction Approaches

In order to assess which one of the approaches revealed a better performance in the clinical entity
extraction task, it is essential to compare the results obtained for each implemented approach.
This comparison is important, since it is necessary to select the model with the best performance
to extract the clinical entities from the clinical notes that were not manually annotated, that will
be utilised in the risk prioritisation task described in Chapter 6. Table 5.14 summarises the test

macro average scores for each of the implemented models.

Table 5.14: Macro average scores for clinical entity extraction task for the implemented models.

Model Precision Recall F1-Score
CRF 0.75 0.69 0.72
BiLSTM 0.73 0.61 0.66
BiLSTM-CRF 0.75 0.65 0.69
BERTmulti uncased 0.78 0.74 0.76
BERTmulti cased 0.78 0.75 0.76
BERTpt 0.78 0.75 0.76

Being a shallow ML approach, in which there is a feature selection step, CRF can be consid-
ered as the baseline model, achieving a macro F1-score of 0.72.

The BiLSTM architecture, on the other hand, is a DL approach. It was expected that the
performance for this model would surpass the CRF model. One reason for the lower F1-score of
0.66 for this implemented model, when compared to the CRE, could be the fact that, although
BiLSTM is able to extract context information bidirectionally in the sentence, the tag predictions
are independent of each other, as the logic of IOB tag sequences is not learned, unlike in the
CRF model. However, when a CRF layer was added on top of the BiLSTM architecture, the
evaluation metrics increased, achieving a Fl-score value of 0.69, but did not surpass the CRF
outcome. Comparing the inputs for the CRF and BiLSTM models, it was concluded that the
difference in the inputs may explain why better results are obtained using the shallow ML
model. The BiLSTM and BiLSTM-CRF architectures only considered the token, lemma and
POS as inputs. However, when analysing the most meaningful features for the CRF model in
Table 5.5, the POS is not one of the most meaningful features, and although the FastText model
extracts information about prefix and suffix to a certain extent, that information is not directly
used as input for the models. Besides, features related to previous and subsequent tokens are
simply not considered. Therefore, in order to directly compare the results for CRF, BiLSTM and
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BiLSTM-CRE, the features used in the CRF implementation should also be used as input for the
BiLSTM architectures.

The BERT-based architectures reveal the best outcomes in the clinical entity extraction task.
Analysing the results for the three BERT models fine-tuning, the macro Fl-scores are similar.
There is not a considerable difference in results when comparing the models trained multilingual
or Portuguese corpora. Observing Figure 5.8, it can be concluded that BERTpt outperforms
BERTmulti cased by a margin of 0.005 i the Fl-score value. Although the difference is residual,
it was expected that BERTpt revealed the best outcome out of the three BERT-based fine-tuned
models, since it is pre-trained only with general domain Portuguese text. Given the fact that
all BERT architectures fine-tuned in this work were pre-trained with general domain corpora,
there is scope for improvement if using a BERT model pre-trained with clinical text, such as
BioBERTpt [108], which was pre-trained with Portuguese clinical notes. Although it is available
on HuggingFace, it was not possible to use BioBERTpt because it is not fine-tuned for the NER
task.

5.7 Summary

In the course of this chapter, the adopted approaches for the clinical entity extraction task were
outlined. The choice of which algorithms to implement was based on the literature review
presented in Chapter 3, with particular focus on the clinical NLP applications for information
extraction in Portuguese text.

The beginning of the chapter starts with some considerations regarding the workflow of the
implementations. In order to compare the results, four ML and DL architectures were selected
as the approaches to implement. The chosen architectures were CRF, BiLSTM, BiLSTM-CRF,
and three BERT architectures, two of them pre-trained with multilingual corpora and one pre-
trained with general domain Portuguese text. For each approach, theoretical considerations
and the chosen hyperparameters utilised in the implementation were presented, followed by
the results and discussion regarding that approach, including the obtained outcomes and the
expected outcomes considering the results found on the literature.

BERTpt achieved the best macro Fl-score of 0.765, an outcome that is in accordance to
the literature. BERTpt will be used in for the entity extraction of the remaining non-annotated
clinical notes, that will be used as input for the risk prioritisation model, which is addressed in
the next chapter.
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Chapter 6

Dermatology Cases Risk

Prioritisation

Throughout this chapter, two strategies for risk prioritisation of Dermatology cases are intro-
duced, using both structured and unstructured information included in the Dermatology clini-
cal records. This task can be interpreted as a proof of concept, which aims to demonstrate the
influence that textual information extracted from clinical notes has in the case risk prioritisation

algorithm developed in the Derm.Al project.

In the first strategy, the data utilised in the implemented risk prioritisation model are 12,058
clinical notes that were not manually annotated. The data clinical entities are extracted utilising
the BERTpt model finetuned in Chapter 5. The risk prediction is carried out using the tokenised
clinical text, the corresponding clinical entities and the ICD-9 code assigned to the case as inputs
to an LSTM neural network. The data imbalance in terms of priority values may cause issues in
the risk prioritisation prediction. For that reason, data-balancing techniques are applied to the

training data, and the results are compared with the imbalanced dataset results.

In the second strategy, a separate dataset with 3,428 clinical cases that include additional
information from clinical images is utilised, and the cases are divided into 13 differential di-
agnoses with a corresponding associated risk. For each clinical case, the clinical entities are
extracted using the fine-tuned BERTpt model, and the parts of the notes tagged with the entities
Anatomical Site, Evolution and Value are used as input to the risk prioritisation model imple-
mented previously in the Derm.Al project to assess if the clinical entity extraction has a positive

impact on the risk prioritisation task.

6.1 Risk Prioritisation Algorithm

Considering the information included in the NHS Dermatology dataset, previously described in
Section 4.1, the prioritisation of a clinical case depends on numerous factors. Taking into account
the structured information, the ICD-9 code assigned to each clinical case, representing a given
diagnosis, includes significant information about a certain condition in a simpler representation.

Besides, the entities from the clinical entity extraction task described in the previous chapter are

77
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fundamental to classify each case and understand its risk and, therefore, assign a value in the

priority scale.

The different lengths of the textual information for each clinical case are a limitation, since
the model inputs must have the same length. For that reason, and similarly to the previous
task, each case is divided into corresponding sentences. Each sentence belonging to the same
clinical case has the corresponding ICD-9 code and priority value. This problem can therefore
be interpreted as a multiclass sentence classification task, in which the model predicts the risk

prioritisation for each sentence.

In Chapter 4, the risk priority values distribution was analysed. On a scale from 1 to 3,
a priority of 1 represents high risk priority clinical cases, whereas 3 represents low priority
cases. It was observed that the case priority distribution was extremely unbalanced, with 337
extreme priority cases, 2205 intermediate priority cases, and 10,516 low priority cases, as shown
in Figure 4.1.

Analysing the case priority distribution for the 980 annotated Dermatology clinical cases,
approximately 93% of the cases are assigned with the lower priority value represented by num-
ber 3, and only 2 cases have the higher risk priority value of 1, which is a residual value, as
observed in Figure 6.1a. Hence, the annotated dataset exhibits a larger class imbalance when
compared with the entire dataset.

The strategy adopted to surpass the class imbalance problem in the annotated cases was
to use 12,058 non-annotated clinical notes.The clinical entities used as input for the prioritisa-
tion model are extracted from the notes using a clinical entity extraction model from the ones
implemented in the previous chapter. In accordance with the results obtained in Chapter 5,
the BERTpt fine-tuned model was chosen, because it obtained a macro Fl-score of 0.765, the
best result for the clinical entity extraction task. The BERTpt model was fine-tuned using the 5
thousand annotated sentences, and afterwards, a clinical entity prediction was performed for a
total of 127,564 sentences comprised in the 12,058 clinical cases. In Figure 6.1b, it is observable
that the general class distribution in the non-annotated clinical cases is still quite imbalanced.
The same analysis in terms of priority value per sentence reveal 117,262 sentences with lower
priority, 9,515 with intermediate priority, and 787 sentences corresponding to cases with higher
priority. Nonetheless, the distribution is less imbalanced in terms of case prioritisation than the
annotated corpus and has includes more clinical cases as data. For these reasons, it is favourable
to use this dataset after extracting the clinical entity as input for the risk prioritisation model.

According to the literature, the most common approaches for sentence and document clas-
sification are LSTM, CNN and BiLSTM-CNN [119]-[121]. For the purpose of the dissertation
work, only the LSTM architecture was implemented in the context of the risk prioritisation task.
Figure 6.2 illustrates the model architecture, with the tokens, tags and ICD-9 codes as inputs,
and the risk priority value as output. Similarly to the DL architectures in the previous chapter,
the inputs are converted to a numerical representation using integer encoding. The conversion
results in dictionaries in which each unique instance for tokens, tags and ICD-9 codes have a
corresponding integer value. Additionally, the output, composed of the priority values, was con-
verted to a binary matrix of classes through one-hot encoding [117]. The embedding layer for the
sentence tokens utilises once again the matrix of weights resulting from the FastText algorithm.
Besides, all sentences have undergone a padding process so that the length is always equal to the
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Figure 6.1: Dataset distribution according to case priority for annotated and non-annotated
NHS dermatology clinical cases.

maximum length of a sentence, which is 90 for the non-annotated corpus. The hyperparameters
defined for the LSTM layer are the same as the ones used in the BiLSTM layer in the previous
task, displayed in Table 5.7.

Similarly to the BiLSTM and BiLSTM-CRF approaches carried out for the clinical entity
extraction task, an early stopping algorithm was implemented. For this task, it was defined that
the model training stops after 10 epochs without an increase on the validation macro Fl-score
greater than 0.5%.

Embedding1 —

i TimeDistributed
Embedding2 LSTM imeDistribute
(Dense)

Embedding3

Figure 6.2: LSTM model architecture illustration for risk prioritisation task.

The data available for this task is much larger than the 5 thousand annotated sentences
used in the clinical entity extraction task. In total, there are 127,564 sentences available for
the risk prioritisation task. For computational efficiency manners, the K-fold cross-validation
technique was not implemented, and a separate test set was defined. In order to split the data
into training, validation and test sets, a stratified shuffle split cross-validation was applied. This
way, the proportion of samples of each class is maintained in each set, making sure that even
with the observed class imbalance there are instances of all classes in all sets. The training set
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accounts for 80% of the total sentences in the dataset, whereas both validation and test sets are
each composed by 10% of the total number of sentences.

6.1.1 Oversampling and Undersampling Methods

As examined in the previous section, there is a significant class imbalance between the prioritisa-
tion classes. This discrepancy can negatively affect the model prediction. If the class imbalance
is verified in the training set, the classes with less instances in the training set are less likely to
be predicted by the model because are harder for the model to learn.

Data-balancing approaches are used to modify the data distribution, in an effort to achieve
a balanced distribution between classes. Oversampling increase the number of instances of
minority classes to come close or equal to the number of instances from the majority class.
On the other hand, undersampling removes instances from the majority classes. Balancing the
dataset distribution is a simple and general approach, since it can be implemented independently
of the chosen classifier, and has improved the prediction results in numerous studies [122].

By generating new data examples from the minority classes, oversampling increases the
dataset size at the same time it balances the class distribution, without rejecting relevant infor-
mation. The first oversampling approach to consider is random data replication. In the scope of
the dissertation work, this approach replicates specific textual instances of one or more minority
classes. The main drawback of random data replication is the overfitting possibility, since only
specific parts of the dataset are replicated.

An alternative oversampling method is SMOTE - Synthetic Minority Oversampling Tech-
nique [123]. SMOTE generates new data instances from the minority class in the feature space,
instead of creating real textual instances. The SMOTE algorithm is illustrated in Figure 6.3, con-
sidering two different classes. The majority class is represented by dark green points, whereas
the minority class is represented by light blue points. Choosing a data point from the mi-
nority class, as the black point in Figure 6.3 b), the k-nearest neighbours from that point are
selected [124]. Low k numbers would lead to a greater similarity between the original and the
synthetic data points. On the other hand, extending the neighbour points to be considered to a
large k values could lead to the synthetic data points being influenced by distant data points. K
values between 5 and 10 are considered adequate values for a correct application of the SMOTE
algorithm. In this illustration, for simplicity matters, k equals to 3, and the data points corre-
sponding to the nearest neighbours are represented by orange points. For each nearest neigh-
bour, a new artificial data point is created in the line segment that unites the initial data point
and the neighbour data points in the feature space, represented by the bright blue data point in
Figure 6.3 c).

In contrast to the described oversampling approaches, undersampling achieves a balance
in class distribution by decreasing the data instances of majority classes. There are several un-
dersampling algorithms, such as NearMiss methods [125], that implement distance-based algo-
rithms to see what instances in the majority class are closer in the feature space to the minority
class instances, so that information loss is not a problem by removing data with meaningful
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Figure 6.3: SMOTE algorithm illustration. Adapted from [124]

information. A clustering approach can also be used, in which the number of clusters in the ma-
jority class is close or identical to the number of data points belonging the minority class [126].
The majority cluster can be represented by the cluster center or using a k-nearest neighbour
strategy. The simpler strategy to apply is random undersampling, in which the data to remove
is randomly chosen. There is a risk of loss of information, because any data instance can be
deleted. However, textual information in the majority class data can be similar because there is
common information in most clinical notes. Therefore, due to simplicity and, consequently, less

computational cost, random undersampling is the chosen approach.

Having the described data-balancing approaches into account, the adopted strategy in the
develop work was using both undersampling and oversampling. There is a considerable dis-
crepancy between the majority class, representing the low priority cases, and the minority class,
representing the higher priority cases. The intermediate priority also reveals an intermediate
number of instances of 9,515. Therefore, when applying the data-balancing approaches to the
training set, the oversampling was only performed in the minority class, and the undersam-
pling was performed in the majority class, so that in the end both had equal data instances
to the intermediate class. Therefore, the LSTM architecture for risk prioritisation classification
was implemented using both the totality of the 12,058 cases with the case priority distribution
illustrated in Figure 6.1b, and using the same data after the implementation of data-balancing
methods: the undersampling approach was random undersampling, and both SMOTE and ran-

dom oversampling were implemented for further comparison.

6.1.2 Results and Discussion

The analysis of the generalisation capacity of the risk prioritisation models is important since
undersampling and oversampling methods make the model more prone to overfitting. The bar
chart in Figure 6.4 compares the macro Fl-scores for the validation and test sets in the three risk
prioritisation model implementations. All implemented models reveal a higher Fl-score for the
validation set. The differences between the validation and test sets for each model are 0.075,
0.187, and 0.117, respectively. The difference is more evident in the models in which oversam-
pling and undersampling were performed, in which the capacity of the models to generalise
the predictions is compromised. Since the early stopping method was adopted for the training
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to stop when the validation results did not improve, a reason for the discrepancy between val-
idation and test set can be overfitting, as a consequence of the data-balancing techniques that
replicate instances from the minority class in textual format or in the feature space, depending
on the adopted approach.

Risk Prioritisation Classifiers Performance

1
0,8
0,6
04 0.684
0.609 0.539 0.498
0,2 0.352 0.381
0
Imbalanced Dataset Random Oversampling and SMOTE Oversampling and
Undersampling Random Undersampling

M Validation mTest

Figure 6.4: LSTM risk prioritisation models assessment using macro F1-score for test and
validation sets.

The stratified shuffle split used in the dataset division into training, validation and test sets
maintained the proportion of the classes in all sets. However, since the risk prioritisation task
did not apply K-fold cross validation, only one validation set is being compared, contrary to
what happened in the clinical entity extraction task,in which the presented validation F1-score
resulted on a mean of the Fl-scores obtained in each fold. If a K-fold cross-validation was
employed and a mean of the validation macro Fl-scores was calculated, the difference between
validation and test sets could potentially decrease.

Starting by analysing the results for the unbalanced risk-prioritisation model, the classifi-
cation report is presented in Table 6.1, with the precision, recall and Fl-score values for each
priority value, as well as macro and weighted average. The model performance is represented
in a visual form in the confusion matrix seen in Figure 6.5.

It was expected that the lower priority class would present better results when compared to
the other classes since it is by far the most frequent class and, for that reason, it is easier for the
model to learn how to predict this class. This affirmation can be supported by Figure 6.5 since
the instances in which the priority value 3 is predicted are the majority for all true classes. Con-
sequently, this results in lower recall values for the other two priority values, since a significant
amount of instances has a wrong priority value as predicted label, being mainly predicted as
lower priority cases.
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Table 6.1: Results for risk prioritisation task using imbalanced data distribution. For each
evaluation metric, best results in bold and worst results underlined.

Precision | Recall | Fl-score
1 0.82 0.23 0.36
2 0.62 0.42 0.50
3 0.95 0.98 0.97
macro avg 0.80 0.54 0.61
weighted avg 0.93 0.93 0.93
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Figure 6.5: Confusion matrix for risk prioritisation classification using imbalanced data
distribution.

On the contrary, for the priority values 1 and 2, the precision values are significantly higher
when compared to the recall values. Given that precision represents the number of instances
from a predicted label which the ground truth label is equal to the predicted label, observing the
confusion matrix for the higher priority value, it is concluded that, from 22 instances predicted
with the label 1, 18 instances are correctly labeled. The results for the priority label 2 are similar,
although a greater fraction of cases with ground truth priority value 3 are predicted as having
priority 2, which decreases the precision value for this class.

The macro average Fl-score is 0.61. However, the high Fl-score values for the three priority
values are a consequence of the high precision values, that do not add significant value in this
specific case. As previously explained and observed in the confusion matrix in Figure 6.5, the
number of predictions for the high and intermediate priorities are considerably low, although
there is an high fraction of cases whose ground truth label is equal to the predicted one, leading
to high precision values. However, it is easily concluded that the model is not able to learn how
to predict the higher priority classes, as a consequence of few instances from this priority in the
training set. The high values of weighted average Fl-score are justified by the fact that most of
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the cases on the test set have priority value equal to 3, which obtained more favourable results.
By doing a weighted average, the proportion of each priority value is taken into account, so the
two lower priorities will have negligible weight in this result, since they have a smaller number
of instances.

To balance the number of instances of each priority value and try to tackle the class imbal-
ance issue, data-balancing strategies are also evaluated. In both strategies, random undersam-
pling was utilised. The difference resides in the implemented overampling strategy.

Starting by analysing the random oversampling strategy, the results are presented in Ta-
ble 6.2. These results are supported by the information found in the confusion matrix, presented
in Figure 6.6. There is a clear difference between these results and the ones obtained for the class
imbalanced dataset. Focusing on the priority classes 1 and 2, the precision values significantly
decreased. This is a consequence of the balancing of classes in the training set, which results in
the model predicting the priority values 1 and 2 more often in low priority instances. Comparing
the number of predicted labels per priority class, it is observable that the predictions are more
balanced than in the data-imbalanced model, in which the great majority of predictions were
for the lower priority class. However, the predictions obtained for priority values 1 and 2 are
not always correct, leading to an increase in false positive instances, that decrease the precision
value as observed in the results.

Reversely, the recall values for priority values 1 and 2 increased substantially. Consider-
ing the ground truth labels for each one of these priority values, the number of instances that
is accurately labeled in the prediction increased when random oversampling and undersam-
pling methods were implemented. Consequently, the number of false negatives, represented
by ground truth instances being predicted with another priority value, decrease, leading to a
recall increase for the priority values 1 and 2. Contrarily, the recall for the priority value 3 de-
creased, because ground truth instances assigned with the lower risk priority are more likely to
be predicted as having one of the higher risk priorities, as observed in the confusion matrix. The
instances that are wrongly predicted as having a lower priority value increase the false negative

instances for this class and, therefore, decrease the recall value.

Considering the macro average evaluation metrics, the Fl-score decreased to 0.35. The
precision also decreased from 0.80 to 0.39. On the other hand, the recall value increased from
0.54 to 0.70. This increase in recall can be interpreted as less instances being incorrectly labeled
with a predicted priority value, which is an important aspect for the risk prioritisation prediction.
It is important that high priority cases are not predicted as low priority cases, so that the wait

time for an appointment is in accordance with the risk of the diagnosed condition.
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Table 6.2: Results for risk prioritisation task using random oversampling and undersampling
methods. For each evaluation metric, best results in bold and worst results underlined.

Precision | Recall | F1-score
1 0.06 0.81 0.12
2 0.13 0.72 0.22
3 0.99 0.56 0.71
macro avg 0.39 0.70 0.35
weighted avg 0.92 0.57 0.67
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Figure 6.6: Confusion matrix for risk prioritisation classification using random oversampling
and undersampling methods.

The second method chosen for oversampling of the test set was SMOTE. In conjunction with
random undersampling, SMOTE was implemented and the results are presented in Table 6.3.
The confusion matrix illustrated in Figure 6.7 represent the correct and incorrect predictions that
result in the prediction and recall values for this model.

Similarly to the random oversampling results, the precision values for high and intermediate
risk priority are lower than the ones obtained for the model trained with imbalanced data,
because the number of predictions for labels 1 and 2 increase as a consequence of the increase
instances used in the model training phase. The recall for the higher priority class is 0.38, also
lower than the corresponding value for the random oversampling model, meaning that cases
with a ground truth value of 1 were more frequently incorrectly labeled in the model prediction
with a lower priority class, represented by 2 or 3. Besides, the overall prediction of instances with
the higher priority value decreased for the SMOTE oversampling approach, when comparing
with the random oversampling results. This may translate the inability of the model to be able
to learn how to predict high priority cases.
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The recall for the intermediate priority class increased from 0.72 for random oversampling to
0.85 for SMOTE oversampling. The number of correctly labeled cases with intermediate priority
increased, as observed in the confusion matrix. Analysing the evaluation metrics for the lower
priority class, the precision and recall values are 0.98 and 0.60, and are similar to the random
oversampling outcome.

Table 6.3: Results for risk prioritisation task using SMOTE oversampling and random
undersampling methods. For each evaluation metric, best results in bold and worst results

underlined.
Precision | Recall | Fl-score
1 0.09 0.38 0.14
2 0.15 0.85 0.26
3 0.98 0.60 0.74
macro avg 0.41 0.61 0.38
weighted avg 091 0.61 0.70
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Figure 6.7: Confusion matrix for risk prioritisation classification using SMOTE oversampling
and random undersampling methods.

The macro average values for precision, recall and Fl-score are 0.41, 0.61 and 0.38, respec-
tively. Although the Fl-score value increased, it is still has margin for improvement. Besides,
it is more appropriate to evaluate the performance considering the recall value, in order to un-
derstand the fraction of clinical cases that were labeled with the correct priority value, leading
to an adequate waiting time for the specialty appointment according to the condition risk. The
drop in the higher priority class recall affects the macro average value, that also decreases. This
means that the capacity of the model to correctly predict a clinical case priority decreases.
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6.1.3 Comparison of Text-based Risk Prioritisation Approaches

A comparison of the macro average evaluation metrics can be found in Table 6.4, aiming to
compare the three implemented approaches using the LSTM architecture for risk prioritisation
and evaluate how data-balancing techniques may improve the model outcome.

Table 6.4: Macro average scores for risk prioritisation task for the implemented models.

Model Precision Recall F1-Score
Imbalanced Dataset 0.80 0.54 0.61
Random Oversampling and Random Undersampling 0.39 0.70 0.35
SMOTE Oversampling and Random Undersampling 0.41 0.61 0.38

In a medical context, such as the scope of this dissertation work, it is important that the
amount of false negatives is minimal. In this context, this means that the model prediction must
be able to identify a certain priority value when the ground truth label for the case is that same
value. This is translated by the recall evaluation metric. In this context, a low recall on the higher
priority cases means that patients with more severe conditions and an urgent need of a referral
to Dermatology appointments would be given a lower priority, and would have to wait for a
longer period of time to be followed up to the specialty appointment. Contrarily, if low priority
cases were assigned with a higher priority, non-urgent cases would have access to a Dermatology
appointment with a shorter waiting time. Therefore, a higher overall recall value is desired. It
is specially important to maximise the correct predictions for the higher priority class, even if at
the expense of some non-urgent cases being predicted as high priority cases and being referred
to a specialty appointment more quickly.

Having this in mind, as well as the results presented in both Table 6.4 and Section 6.1.2, the
approach that employed random oversampling and random undersampling achieved the best
recall values, both for macro average recall and for the higher priority class. The recall results
obtained for SMOTE oversampling and random undersampling are lower than for the previous
mentioned approach, showing that, in this work, generating artificial data points in the feature
space reveals a worse outcome than when textual data is replicated. Nevertheless, the results
are better than when the imbalanced data was used in model training, that obtained a macro
recall value of 0.54, and the recall for the higher priority class was 0.23. It can be concluded that
data-balancing approaches are important to achieve better outcomes in the risk prioritisation
task.

6.2 Derm.AlI Risk Prioritisation Algorithm

The dissertation work is part of the Derm.Al, previously introduced in Chapter 1. In the present
moment, an image analysis algorithm is implemented. To achieve a bimodal solution that also
utilses information from the clinical notes, the information obtained from the clinical entity

extraction task discussed in Chapter 5 must be used.
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The utilised dataset in the Derm.AI algorithm is not the same as the one utilised in the scope
of this work, being composed by 3,428 dermatology cases selected by a group of dermatologists
cooperating on the project. The clinical cases are divided into 13 differential diagnoses, and
only a single lesion is diagnosed in each case. Each differential diagnosis has an associated
risk, and therefore, the prediction will assign one of the 13 classes to the clinical case. Table 6.5
presents the case distribution in relation to the differential diagnosis provided by dermatologists,
as well as the image types observed for each diagnosis. Each case in the DermAI dataset has
an associated clinical image, that can be macroscopic or anatomical. Although teledermatology
guidelines recommend the acquisition of macroscopic images, in practice this is not always the
case, as proved in the dataset, that contains 296 anatomical images. Given the small dataset size,
as well as the difficulty to differentiate between macroscopic and anatomic images in anatomical
sites such as hands, arms, feet, or the face, both image modalities were merged for the training
of a deep neural network model.

Table 6.5: Derm.Al differential diagnosis dataset distribution

Class Differential Diagnosis Macroscopic Anatomical Total

1 Seborrheic Keratosis 1,125 61 1,186
2 Actinic Keratosis 442 77 519
3 Non-neoplastic Nevus 561 57 618
4 Molluscum contagiosum 50 21 71
5 Haemangioma 66 4 70
6 Neoplasm of Uncertain Behaviour 233 13 246
7 Dermatofibroma 134 6 140
8 Solar Lentigo 45 3 48
9 Pendulum Fibroma 98 16 114
10 Viral Warts 167 25 192
11 Other Malignant Neoplasm 108 8 116
12 Basal Cell Carcinoma 53 3 56
13 Malignant Melanoma 50 2 52

Total 3,133 296 3,428

Three different networks were trained, using different data as input. The first implemented
network is exclusively an image analysis algorithm, using the clinical images as input. The
second model utilises the age and gender information found in the dataset as features, along
with the clinical images used in the first model. The age is normalised for the values to be
between 0 and 1. The gender is represented in encoded into a binary format.

The third implemented model aims to validate the use of the clinical information extracted
from the unstructured clinical notes in the Derm.Al algorithm, and adds those features to the
previously mentioned inputs. The clinical entity extraction from the clinical notes is performed

using the fine-tuned BERTpt model, described in Section 5.5. Out of the eleven clinical entities
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defined in the dissertation work, three entities are chosen as features for the model - Anatomical
Site, Evolution, and Value. There is a selection and encoding of the extracted entities for these to
be used as features. Regarding the Value entity, the numerical values relating to the diameter of
the lesion are selected and converted to millimetre. The information extracted in the Anatomical
Site entity is subject to an one-hot encoding method and divided into four main groups - face
and neck, torso, upper limb and lower limb. One-hot encoding is also employed in the Evolution
entity. The sectioning of the information considers cases without improvement, recent evolution
(less than one year), prolonged evolution (more than one year), and occurrence of haemorrhage
in the lesion. The process of encoding the information in the notes is done by identifying certain
expressions in the clinical notes related to each of the previously mentioned sections. Therefore,
each clinical case can have more than one evolution scenario.

Regarding the model training process, the data is split into training and test sets with a ratio
of 80:20, considering a stratified distribution of the classes. To mitigate possible overfitting issues
due to imbalanced data, stratified batches were considered, where the batch size was chosen to
match the 13 classes from the Derm.Al algorithm. This results in oversampling of the classes
with fewer examples, with the training data augmentation done using image data augmentation

techniques such as rotation, flipping, width shift, zooming and brightness.

6.2.1 Results and Discussion

The results for the Derm.Al risk prioritisation are presented in this section, considering the

precision, recall and F1-score evaluation metrics.

Table 6.6 displays the results for the model that only uses the images as input. Additional
information regarding true labels and predicted labels can be found in the Appendix, in Fig-
ure B.0.1. It is observable that the results for diagnosis classes with less instances reveal lower
results. The model is not able to predict classes 8 and 12, corresponding to solar lentigo and BCC
cases, that have the value 0 as outcome for all analysed evaluation metrics. On the other hand,
class 1, that corresponds to Seborrheic Keratosis diagnosis and has the larger instance number,

achieves the better evaluation metrics for precision and F1-score.

The results for the model combining image analysis and normalised age and gender infor-
mation are shown in Table 6.7. The corresponding confusion matrix can be found in Figure B.0.2
in the Appendix. Similarly to the previous approach, class 1 achieves the best evaluation met-
rics, with a Fl-score of 0.63. The lowest scores belong to class 5 that, as observable in Table 6.5,
corresponds to only 70 clinical cases from the Derm.Al selected dataset. The results for classes
8 and 12 slightly increased, obtaining F1-scores of 0.10 and 0.07, respectively. Overall, the re-
sults slightly increased, with the macro average precision value increasing to 0.29, and recall and

F1-score maintaining the value of 0.29.
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Table 6.6: Results for risk prioritisation using image analysis Derm.AlI algorithm.

Precision | Recall | F1-Score

1 0.64 0.50 0.56
2 0.49 0.57 0.52
3 0.51 0.43 0.47
4 0.38 0.36 0.37
5 0.18 0.14 0.16
6 0.11 0.16 0.13
7 0.39 0.43 0.41
8 0.00 0.00 0.00
9 0.22 0.22 0.22
10 0.46 0.56 0.51
11 0.18 0.26 0.21
12 0.00 0.00 0.00
13 0.13 0.20 0.16
macro avg 0.28 0.29 0.29

Table 6.7: Results for risk prioritisation using image analysis Derm.Al algorithm with age and
gender data.

Precision | Recall | F1-Score
1 0.66 0.59 0.63
2 0.57 0.56 0.56
3 0.51 0.52 0.52
4 0.33 0.21 0.26
5 0.00 0.00 0.00
6 0.15 0.22 0.18
7 0.44 0.43 0.44
8 0.09 0.10 0.10
9 0.31 0.17 0.22
10 0.38 0.59 0.46
11 0.16 0.13 0.14
12 0.06 0.09 0.07
13 0.13 0.10 0.11
macro avg 0.29 0.29 0.29
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Lastly, the results for the risk prioritisation model that also includes the information ex-
tracted from the clinical notes are presented in Table 6.8. Additional information that support
these results can be found in Figure B.0.3 in the Appendix. Class 5 achieves the lowest re-
sults, similarly to the previous model. Classes 1 and 2, with more representative instances in
the dataset, have the highest Fl-score of 0.59. Although there is not a visible increase in all
classes when analysing the evaluation metrics, the macro average evaluation metrics slightly in-
creased. The achieved values for precision, recall and Fl-score are 0.32, 0.31, 0.31, respectively.
These results show that, to some extent, the information extracted from the textual clinical data
improves the Derm.Al risk prioritisation algorithm outcome. The usage of more information
from the clinical notes, related to other clinical entities, can be a strategy to improve the model
predictions.

Table 6.8: Results for risk prioritisation using image analysis Derm.Al algorithm with age,
gender, and clinical entity data.

Precision | Recall | F1-Score
1 0.62 0.56 0.59
2 0.57 0.61 0.59
3 0.47 0.56 0.51
4 0.42 0.36 0.38
5 0.07 0.07 0.07
6 0.14 0.06 0.08
7 0.43 0.43 0.43
8 0.08 0.10 0.08
9 0.30 0.13 0.18
10 0.58 0.54 0.56
11 0.15 0.35 0.21
12 0.07 0.09 0.08
13 0.20 0.20 0.20
macro avg 0.32 0.31 0.31

6.2.2 Comparison of Derm.Al Risk Prioritisation Approaches

A comparison of the macro and weighted average Fl-scores for the analysed risk prioritisation
models implemented in the scope of Derm.Al project can be found in Table 6.9.

Analysing the results, it can be stated that the addition of age and gender data does not
have a significant effect on the model outcome, with equal recall and Fl-scores of 0.29. In the
last approach, using the extracted information from the clinical notes, there was a slight increase
in the macro average evaluation metrics, achieving a recall and Fl-score of 0.31. Although
the increase in the evaluation metrics values is not accentuated, it can be stated that using
information extracted from the unstructured clinical notes improve the model performance.
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Table 6.9: Macro average scores for Derm.Al risk prioritisation models.

Model Precision Recall F1-Score
Image Analysis 0.28 0.29 0.29
Image Analysis + Age and Gender 0.29 0.29 0.29
Image Analysis + Age and Gender + Clinical Entity Extraction 0.32 0.31 0.31

The implemented model using the clinical entities only use information extracted by three
out of the eleven defined entities. A way to improve the results is to use encoded information
from other clinical entities as features.

6.3 Summary

This chapter included two risk prioritisation models using the textual data extracted from the
clinical notes as input, in order to prove that the extracted information is valuable for the risk
prioritisation task.

The first implemented model was an LSTM neural network, with the tokenised clinical
notes, the clinical entity tags and the ICD-9 code corresponding to each case as inputs. The
chosen data for the risk prioritisation task is justified, based on the class imbalance found for the
clinical case priority values, that was lower for the dataset composed by the non-annotated clin-
ical notes. Since the priority distribution is still strongly imbalanced, two different approaches
using oversampling and undersampling strategies were adopted to surpass the imbalanced dis-
tribution and evaluate how it affects the results. Recall was utilised for the outcome assessment,
since it represents the fraction of clinical cases whose priority value is accurately predicted by
the model. In the risk prioritisation context, it is specially important that a high recall value is
obtained for the higher priority value, since it represents the maximisation of the correct pre-
dictions for that class, and consequently, a shorter waiting time for the Dermatology specialty
appointment. Since the macro average recall was higher for the random and SMOTE oversam-
pling models than for the data-imbalanced model, it can be affirmed that the data-balancing
strategies improved the prediction results. Overall, random oversampling together with random
undersampling resulted in the best macro average recall of 0.70, as well as the best recall value
for the high priority class.

The Derm.Al risk prioritisation implementation is also described, and the results obtained
by the model that uses information extracted from the clinical entities Anatomical Site, Evolution
and Value as input are compared with the models that only perform image analysis and use age
and gender data. There is a slight increase when using encoded data extracted from the selected
clinical entities, achieving a macro recall and Fl-score of 0.31. Analysing the results, it can be
concluded that the textual data positively influence the risk prioritisation task. The usage of
more clinical entities would add more information regarding the Dermatology clinical case and,
therefore, could improve the model prediction.



Chapter 7

Conclusions and Further Work

Every year, millions of people worldwide are diagnosed with skin cancer, and that number tends
to increase over the years for various reasons. There is an economic burden in public health ser-
vices caused by increased skin cancer incidence. Given the existing limitations in the diagnosis
process, namely the lack of formation and resources for the primary care physicians to perform
a skin cancer diagnosis and the reduced number of speciality dermatology physicians in the Por-
tuguese NHS, the development of AI applications to support medical decisions has increased.
The Derm.Al project intends to support the patient referral from primary care to Dermatology
appointments, by performing a prioritisation according to the clinical case associated risk, using
both image analysis and NLP.

The main goal of the dissertation was to develop a pipeline for risk prioritisation using
Dermatology clinical notes from the Portuguese NHS. For this goal to be accomplished, the
work was divided into two main tasks: the extraction of clinical information of interest from the

clinical notes, and the risk prioritisation algorithm itself.

Eleven clinical entities were selected to represent valuable information in the scope of the
Dermatology domain. The manual annotation of 980 clinical cases was performed using the
selected clinical entities, and part of the annotated dataset was further validated by two der-
matologists, achieving a total agreement ratio of 87.21+0.10%. The vectorised representation of
each token is fundamental in both main tasks. The FastText algorithm was implemented, using

clinical text from Dermatology and Neurology as input for word embedding training.

Considering the clinical entity extraction task, four different ML and DL approaches were
implemented, and evaluated using the manual annotated corpus. BERTpt obtained the best
Fl-score of 0.76. This outcome is in accordance with the literature, since Transformer architec-
tures are the state-of-the-art for several NLP tasks, such as entity extraction. When compared
with the other fine-tuned BERT models, BERTpt has a better outcome because it is pre-trained
with general domain Portuguese text, achieving better results than the multilingual pre-trained
models.

Taking the best results obtained in the clinical entity extraction task into account, the BERTpt
model is applied to the remaining non-annotated clinical notes in the Dermatology dataset.
Along with the tokenised clinical notes and the ICD codes, the resulting clinical entities are used
as input for the risk prioritisation model, that uses the LSTM neural network architecture to
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predict the prioritisation of a clinical case. The analysed evaluation metric was recall, because
it represents the model ability to correctly predict the case priority value, which is important
because errors in the prediction can lead to an appointment wait time that is not compatible
with the condition severity. Data-balancing methods were utilised to counteract the case priority
unbalance found in the dataset. The models in which data-balancing strategies were performed
achieved better recall results than the model in which the imbalanced dataset was used. Ran-
dom oversampling was the best approach, achieving a recall of 0.70. A selection of extracted
information from the clinical notes was also used as input to the already implemented Derm.Al
risk prioritisation model, that utilised an image analysis approach. The model achieved the best
outcome when using the information extracted from the textual data as feature, proving that
the extraction of information from the clinical notes positively impacts the risk prioritisation of
dermatological clinical cases.

In conclusion, it can be asserted that the goals for this dissertation work were achieved. The
developed approaches are a first step towards including information from Dermatology clinical
notes in the Derm.Al project algorithm and, for that reason, can contribute to future scientific
publications.

7.1 Future Work

Regarding further work to be developed in the Derm.Al project context, a better adjustment of
the approaches to the Dermatology and clinical domain can positively impact the results. Firstly,
there would be interest in training the FastText word embedding model using only Dermatology
clinical cases in a substantial amount, so that only Dermatology-specific vocabulary used in the
WE training.

Regarding the clinical entity extraction, although the BioBERTpt model, pre-trained with
Portuguese clinical notes, is available in the HuggingFace repository, it was not possible to fine-
tune it for the Named Entity Recognition task. Since BERTpt was the model that achieved better
results, it is expected that BioBERTpt could achieve a better performance since it is pre-trained
with text from clinical domain. In terms of the risk prioritisation task, it would be interesting to
evaluate the predictions of other neural network architectures for this specific problem, as well
as analysing other data-balancing methods.

There are other tasks in the NLP field that would be relevant to explore using the Dermatol-
ogy dataset. For example, an automatic prediction of the ICD code using extracted information

about the observed condition would be a valuable feature for the Derm.Al algorithm.
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Appendix A

Manual Annotation Tool

Figure A.0.1 shows the Prodigy'* interface for the manual annotation tool. The top part of the
figure contains the clinical entities defined in the scope of the dissertation work for the clinical
entity extraction task, previously described in Section 4.2.1. The annotation tool displays one
sentence at the time, which is manually annotated by choosing the corresponding entity and
selecting the tokens that should be included in that entity. The green box must be selected when
the user wants to accept the sentence annotation and move to the next sentence. The red box
and grey box with a forbidden symbol represent the Reject and Ignore command, and should
be used when the user does not want to include a certain sentence in the annotated dataset, or
because the user does not know how to annotate that sentence. The last grey box with an arrow
can be used to return to previous annotated sentences in case a revision should be made.

VALUE 1 | | EVOLUTION 2 | | ANATOMICALSITE 3 | | LATERALISATION 4

APPOINTMENT s

Multiplos nevos conomion do tronco, AnaTomicalsiTE alguns com

atipia clinica ligeira aparente mooirier .

v X

Figure A.0.1: Prodigy interface for manual annotation task.
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Appendix B
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Figure B.0.1: Confusion matrix for risk prioritisation using image analysis Derm.AI algorithm.
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Figure B.0.2: Confusion matrix Results for risk prioritisation using image analysis Derm.Al
algorithm with age and gender data.
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Figure B.0.3: Confusion matrix for risk prioritisation using image analysis Derm.Al algorithm

with age, gender, and clinical entity data.
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