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Resumo

Em cada consulta médica, o histdérico do paciente, incluindo exames anteriores, ¢ analisado de
forma a definir um diagndstico. Esse processo é propenso a erros, pois podem existir diversos
diagnésticos possiveis. Esta andlise € muito dependente da experiéncia do médico. Mesmo com
o diagnéstico correto, prescrever medicamentos pode ser um problema, porque existem vdrias
possibilidades para cada doenca e alguns ndo podem ser usados devido a alergias ou custo elevado.
Seria, portanto, Util se os médicos tivessem a possibilidade de usar um sistema onde para cada
diagnéstico, fosse fornecido um conjunto de medicamentos adequados.

A nossa abordagem passa por apoiar o médico nesse processo. Em vez de tentar prever o
medicamento adequado, pretendemos, dadas as informacdes disponiveis, prever o conjunto de
medicamentos adequados.

O problema de prescricdo de medicamentos pode ser tratado como um problema de Multi-
Label classification, dado que, para cada diagndstico, podem ser prescritos vérios medicamentos
ao mesmo tempo. Devido a sua complexidade, vdrias simplifica¢des foram feitas para o tornar
tratdvel. Para tal, varias abordagens foram feitas com diferentes pressupostos. Os dados forneci-
dos também eram complexos, com problemas importantes de qualidade, que implicam um in-
vestimento importante em preparagdo dos dados, em particular, engenharia de varidvies (feature
engineering).

No geral, os resultados em cada cendrio sdo bons com desempenhos quase o dobro da baseline,
especialmente usando Binary Relevance como abordagem de transformacao.
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Abstract

In a medical appointment, patient information, including past exams, is analyzed in order to define
a diagnosis. This process is prone to errors, since there may be many possible diagnoses. This
analysis is very dependent on the experience of the doctor. Even with the correct diagnosis, pre-
scribing medicines can be a problem, because there are multiple drugs for each disease and some
may not be used due to allergies or high cost. It would thus be helpful, if the doctors were able to
use a system that, for each diagnosis, provided a list of the most suitable medicines.

Our approach is to support the physician in this process. Rather than trying to predict the
medicine, we aim to, given the available information, predict the set of the most likely drugs.

The prescription problem may be solved as a Multi-Label classification problem since, for
each diagnosis, multiple drugs may be prescribed at the same time. Due to its complexity, some
simplifications were performed in order to be treatable. So, multiple approaches were done with
different assumptions. The data supplied was also complex, with important problems in its quality,
that led to a strong investment in data preparation, in particular, feature engineering.

Overall, the results in each scenario are good with performances almost twice the baseline,
especially using Binary Relevance as transformation approach.

Keywords: Machine Learning, Classification problems, Multi-Label Classification, Health
systems, Medical Diagnoses
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Chapter 1

Introduction

Each time a patient goes to a hospital, the doctor has to analyze the symptoms and define a di-
agnosis, and, if necessary, provide a set of medicines that will help. The definition process can
be a difficult task for the doctor because every patient is unique and numerous diseases have sim-
ilar symptoms. This can lead to errors and inaccurate diagnoses and patients taking the wrong
medication. The process of diagnosis identification is iterative. The doctors may need multiple
appointments with the patients to make a decision. In each one, they analyze the patients symp-
toms, their historical data and previously conducted exams and creates a list of the most suitable
diseases [NBDP(09] and for each one, the best drugs. In order to reduce the number of hypotheses,
more exams may be required for the next appointment.

After this, a new problem rises up. Considering the final diagnosis, the doctor has to decide
the best medicines for it. Like with diagnosis definition, providing the correct medicines takes into
consideration patients medical history. This is an important factor because some people can not
take several remedies due to allergies to them, such as Penicillin [RDM*76]. The specialist has
to identify multiple drugs for the diagnosis, based on their medical experience, and, from then,

decide which should be taken by the patient.

1.1 Motivation

Recently, there is a huge effort in developing systems for diseases diagnose prediction in different
medical areas, such as cancer and heart problems [SLD17] [PTPP15]. However, none of them are
about prescriptions. This new scenario can be very useful as an extension to these systems because
the doctors will have support in the prescription phase.

Glintt is a software company that develops systems for hospitals and pharmacies around the
world, in particular, for Portugal. Their goal is to enhance their products with advanced features
such as this one, that can be addressed with Machine Learning approaches. If their system could
support the physicians, each patient could have better treatment and appointments would take
less time and more patients would be treated. It may help the hospitals because will reduce the

number of patients that are waiting for his appointment. Apart from this, the new system would
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decrease the costs associated with hospitalized patients because the doctors will have support in

their decisions, releasing space to other patients.

1.2 Approach

There are some systems that use single-label classification methods for diagnosis prediction [MNS17]
[AHH'13]. These methods can be used to predict the class or label for each instance [TA13].
These methods might not be the right approach for diagnosis prediction because the patient may
be diagnosed with more than one and with these techniques only one is identified. The same sce-
nario happens when prescribing medicines, each diagnosis can be associated with multiple drugs
to treat the patient. So, the diagnoses definition and medicines prescription can be considered
as a Multi-Label Classification problem (MLC) where the labels are the various diagnosis and
medicines. This technique will be explained in further detail in Section 2.1.

Due to drugs prescription complexity, some simplifications were necessary to make this prob-
lem treatable. The naive formulation ignores the date relation between diagnoses and prescrip-
tions. Then several others were considered like use just the first group of prescriptions for the
problems, focus on scenarios where only existed one diagnosis and diagnoses whose prescriptions

were within 6 days.

1.3 Document structure

Chapter 2 presents the literature review, focusing on the definition of Multi-Label classification,
including algorithms and evaluation metrics, and the related work on the use of classification
techniques on diagnoses prediction.

Then, Chapter 3 includes a detailed explanation of the case study used to test the approach,
including the data, the data preparation, the features, the algorithms that were tested and the eval-
uation metrics used.

In Chapter 4, we present the results that were obtained using multiple algorithms for each
problem formulations, statistical tests to verify the results and a comparison of the computation
cost of the best and worst algorithms.

In the end, Chapter 5 the final conclusions are taken from the work developed and some ideias

for future work.



Chapter 2

Literature Review

In the medical area, there are some projects using classification approaches taking as input demo-
graphic and medical history data in order to provide the most likely diagnosis. The most common
diseases are diabetes [MNS17] [FP17] and hearth problems [TPK*17].

However, no information was found regarding the use of classification techniques for drugs
prescription, at least publicly. Since diagnoses definition has a strong relation with medicines pre-
scription and there are also similarities between the characteristics of the problems, the literature

review was based on the research done about the diagnoses.

2.1 Multi-Label Classification

In data mining, there are several different tasks, in particular, regression and classification [TA13].
Both of them are based on the application of algorithms to a dataset in order to predict a target
value. In classification, the target is a categorical value, also known as class or label. Whereas, in

regression, the target is a numerical value.

One of the simplest techniques are binary classifiers that use datasets such as D = { (x;,y;);x; €
X;y; €4{0,1};1 <i<n}. Where X is the set of n instances, x; is an element from X with features
that categorize the object and y; the target value for that instance and can be one of two different
values. Binary classifiers create a model F using a subset of the dataset, train data, and for each
unseen instance x;, y; = F(x;) is applied to predict its class [Aly05]. For example, in binary
classification problem about money transfers, a class can be if it is fraudulent or secure.

However, binary classifiers do not deal directly with more than two classes [SRR14]. In order
to deal with this kind of problems, multiclass or multi-label techniques can be used. The main
difference between them is that multiclass algorithms only assign one class from a list of more
than two, whereas in multi-label ones, each object can be associated with more than one. A good
example of a multiclass problem is geometric shape recognition, the shape classes can be triangle,
square, circle and pentagon but each object will be assigned with only one shape. A classic Multi-

Label classification problem is labelling images with tags such as beach, sunset and holidays.
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Like in binary problems, is necessary a set of instances X = {xj,xp,...,Xx,}, where x; is an
object to be classified and n the number of instances and a L = {A;,4,,...,A4;}, where [ is the
number of labels. With these variables, can be a training set D = {(x;,Y;); 1 <i <n}, where x; € X
and Y; C L, with Y; being the labels for the instance x;. This set can be used to create a function
f:x; — 2%, that for each unseen object x; € X predicts the more suitable labels Z; C L [ZZ14].
Multi-Label classification is suitable when there are dependencies between the labels, like in text

mining or music categorization [BLSBO04].

2.2 Multi-Label Classification methods

There are two approaches in Multi-Label Classification: problem transformation methods and

algorithm adaptation methods that will be explained in detail on the following sections.

“the key philosophy of problem transformation methods is to fit data to algorithm,
while the key philosophy of algorithm adaptation methods is to fit algorithm to data“
[TKVO06]

2.2.1 Problem transformation methods

The first one uses the philosophy of divide and conquer [HQCO08]. These algorithms decompose
Multi-Label problems in one or more single-label problems that are solved using single-label

classifiers.

Binary Relevance (BR)

Binary Relevance is the simplest approach for these problems and according to [ACMM12], is a
technique that divides a Multi-Label dataset, with / labels and » instances into / binary datasets.

For each instance x; and label y; € Y}, a dataset D; = {(x;,y;);x; € X;y; € {0,1};1 <i < n}
is created and then, a new model is learned. For every new instance, all the models are applied to
predict which subset of labels is expected to be associated with corresponding instance.

The main problem is that relations between labels are lost, because each binary problem is
solved independently of the other labels. However, the information about these labels may be
useful in scenarios that exists a strong relation between them. For example, in image recognition
if the system detects a car, it is likely that the label wheel or door should be predicted too, because

they are related.

Binary Relevance Plus (BRPlus)

In order to improve the previous technique, was created Binary Relevance Plus (BRPlus) that uses
the same principles from the Binary Relevance but the feature space is incremented in order to
the classifier discovers label dependencies by themselves [ACMM12]. The new feature space for

each instance has the same attributes then before and / — 1 new features that are the other labels.
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The new attributes can be represented as w; so that w; = L — {y;}. In the end, the dataset is D; =
{(xiUwi,y)sxi € Xsyj €Yy, € {0, 1w =1—{y;1s1 <j< L1 <i<n}.

Chains

Classifier Chains (CC) creates / binary classifiers linked with each other, one for each label like
{fi = f3 — ... = fu}. Each classifier f uses the instance attributes and the predictions from the
previous n — 1 classifiers. The order of the chain is the same as in ¥;. However, the labels order
may have an impact on the results, so Ensemble of Classifier Chains was developed [GV15]. ECC
creates multiple instances of CC with random labels order and random number of training in-

stances and, in the end, the output are the labels whose value is higher than a threshold [RPHF11].

These approaches are used with several binary classifiers to solve MLC problems like the fol-

lowing oness.

Java implementation of C4.5 (J48)

C4.5 was created as an improvement of the Iterative Dichotomiser 3 (ID3). The goal of this
algorithm is to build a tree and, in each node, select an attribute to split efficiently the dataset
using the attribute with highest gain ratio. In the end, the attribute with highest information gain,
it is used as splitting criteria of the dataset [HMEE14].

Classification And Regression Trees (CART)

CART is very similar to C4.5. In each node, instead of choosing the attribute with higher infor-
mation gain as splitting criteria, selects the attribute whose Gini index is lowest. CART, to avoid

overfitting, creates a complex model with cross-validation for the parameters [HMEE14].

Sequential Minimal Optimization (SMO)

Training SVM with large dataset can be difficult and time consuming because it results in large
scale Quadratic Programming (QP) problems. There are several techniques to solve these prob-
lems, Sequential Minimal Optimization is another one that decomposes the complex QP problems
in smaller ones that can be solved analytically. This approach has an advantage that the datasets

can fit in memory [P1a98].

Extreme Gradient Boosting (XGB)

XGB is an implementation of the gradient boosting decision tree algorithm. This method uses
Boosting, a technique that builds multiple simple models that are aggregated. In each iteration, is
evaluated if the new model combined with the previous ones improved the results in the training

set. In true scenarios, this model is kept and the process continues, if not, the algorithm stops. The
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objective function has two variables: the difference between prediction and target and a term that

penalizes the complexity of the model, in order to avoid overfitting [MF17].

2.2.2 Algorithm adaptation methods

These methods are created based on single label algorithms that have been changed to be able to
output results with multiple labels. The most common algorithms have been modified to be used
in solving MLC problems, such as, Decision Trees [CKO1], Support Vector Machines [EWO01] and
Neural Networks [GV15].

Multi-Label K-nearest neighbor (ML-KNN)

This method was created as an extension to the K-nearest neighbor algorithm. Each test instance
that the algorithm receives as input is used to find the K-nearest neighbors in the training set.
From the neighbors labels, it is collected statistical information and with the maximum a posteriori
(MAP) principle, it is determined the labelset for each test instance [ZZ07].

Multi-Label C4.5 (ML-C4.5)

ML-C4.5 is an adaptation of the C4.5 algorithm that outputs a decision tree, however the modified
version can output multiple labels in each node instead of just one. To have multiple labels, the
entropy formula, that measures the amount of uncertainty of the dataset, was modified. It takes into
account the probability (relative frequency) of the label being in the set (p(y;)) and the probability
of not being (¢(y;)). The entropy is used to calculated which attribute best splits the instances
[CKO1].

1
entropy(D) = — ; ((p(yj)logp(y)) + (q(v;)logq(y;))

2.3 Evaluation metrics

In order to evaluate the algorithms results, several performance indicators are used. However,
MLC problems are more complex than single-label and require different metrics [ZZ14] because
they need to consider the multiple labels and their relations.

Metrics can be used to evaluate bipartition approaches or ranking approaches. The first met-
rics group can also be divided in example-based and label-based [GV15].

From all the metrics available, only 3 of them were used to evaluate the results. The others

metrics are explained in more detail in Appendix A.

2.3.1 Bipartion metrics

Bipartition metrics are generally used for algorithms that, on their output, provide two label
groups. One with the relevant labels and another with the non-relevant ones. This division can

be accomplished based on a threshold value. Each predicted label has a probability and if that



Literature Review

percentage is higher than a predefined value, then it is considered as a relevant label. If not, that
label will be part of the non relevant set [GV15].
Let D = {(x;,Y;);1 <i < n} be a multi-label test set with n number of instances, ¥; true labels

and Z; the predicted labels for each instance x;.

e Precision
Precision measures the percentage of labels that are correctly predicted. For each label is
calculated the division between the union of the true and predicted labels and the predicted
labels set. Then, all the values are summed to calculated the proportion based on the total
number of instances. |

n
Precision = — % Z
iz

|Z;NYi]
|1Zi|

e Recall
Recall instead of using the predicted labels in the denominator, uses the true labels to mea-

sure the proportion of labels that are being predicted correctly.

1 & |zZNY:
Recall:f*zl i
n 5 Y

e F1-Score
F1-Score is a harmonic average of the precision and recall where the contribution of preci-

sion and recall to the F1-Score are equal.

1 & 21Z:NY;
F1—Score = — % w
n =1z + Y

2.3.2 Baseline

It is good practice to use a simple/naive approach to obtain a reference performance for the prob-
lem. Then, this performance will be compared with the results from the ML methods.

Since single-label classification and Multi-Label classification are different in terms of output,
the baselines used are different too. In single label, the baseline consists of the majority class, the
class with higher frequency [MSCM15].

However, MLC problems have multiple labels with relation between them that should not be
ignored, so different approaches are used [MSCM15]. Some of them try to maximize/minimize
one of the previous metrics, leading sometimes to worst values on the others due to the optimiza-
tion on one metric.

F1 baseline predicts the most frequent labels that result in the best F1 result in the training
dataset.

Hamming-loss, that predicts the labels that are associated with more than half of the instances.

Subset-accuracy, predicts the most common labelset.

Ranking-loss, predicts a ranking based on the most frequent labels.
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There is also another baseline, General B, that predicts the k most frequent labels, where £ is

the average number of labels in each instance, Label Cardinality (LC).

1 n
Label Cardinality = — * Z Y|
nia

2.3.3 Statistical test

In order to validate the results, statistical tests can be used. Nemenyi post hoc test is used to
compare all the algorithms pairwise, with different datasets. For each j algorithm in the i dataset,
is calculated the algorithm rank, r{. Two algorithms does not have the same performances if the

difference between their average rank is greater than the critical difference [Dem06].

CD =gqq k(lg;]), where g is the critical value, & is the number of algorithms used and N the

number of datasets.

2.4 Related work

Recently, Machine Learning (ML) has gained a lot of recognition and people are trying to use
it to solve some of their problems. Researchers have developed systems, based on classification
models, in order to extract the most likely medical diagnosis [KonO1]. Some of them, use images
from medical exams as input for the algorithms in order to identify the disease [TNINA'08].
Although, these type of systems were not considered in the investigation because the data that
would be used only contained text.

The author could not find much work on predicting prescriptions however diagnoses definition
and drugs prescriptions are related because both of them share the same decision process that take
into consideration the medical history to provide a result.

In order to collect and summarize information about the classification systems for diagnosis,
a matrix was created, as shown in Figure 2.1. For each paper, was stored a list of dimensions that
provide relevant information for the author. This matrix was build using several articles. Since
ML in health systems is a recent topic, the research only considered information from the past 5
years because was considered that the previous investigations may not be relevant.

The dimensions considered are: Disease, Dataset, Size of the dataset, Number of attributes,
Features selection attributes, Algorithm, Model validation technique, Data split approach, Metrics

for results evaluation and Results.
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2.4.1 Disease

There is a small group of diseases which researchers are interested in. The reason for it, may be
related to more investments in this area. Since these are complex problems, if new systems could
get more useful information, it may speed the diagnoses process or even help the investigators
to find a cure. The list includes diseases such as breast cancer [Aka09], heart failure [TPK*17]
[AHH'13] [TNINAT08] and diabetes [MNS17] [FP17] [WGZ17].

2.4.2 Variables and size

In general, all the systems used the same type of information, social-demographic information
such as gender, age, weight, and medical history information [MNS17] [ATH" 13]. The type of
medical history used may be different depending on the disease.

Overall, most of the datasets had more than five hundred instances [MNS17] [SLD17], in
some cases, there were some with more than three thousand [PTPP15] [DBA™15]. There are
studies with around 10 attributes [MNS17] [GPMI14] but also some with almost 100 [AHH™13].

This can be related to the disease.

2.4.3 Feature selection

Few projects used feature selection algorithms to select suitable variables for each problem, such
as Best first selection [MNS17] and Weight by SVM [AHH " 13]. This lack of use may be justified

by a previous selection when defining the dataset columns.

2.4.4 Algorithm

The most common algorithms were Naive Bayes [AHH ™ 13] and Support Vector Machines (SVM)
[WRS10] [PTPP15]. The first one because performs good with irrelevant attributes, and has low
computational cost [FP17], which makes it a good first approach to be used as a comparison
to other more complex algorithms. SVM is more time consuming but can be used with more
complex data. There were researchers that also used Random Forest [MNS17] [GPMI14] and
different types of Neural Networks [SLD17] [GPMI14].

From the examples using MLC techniques, the most common algorithms were ML-KNN and
Back Propagation Multi-Label Learning (BPMLL) [BZHS14] [SLLW13].

2.4.5 Model validation and data split techniques

Only two methods were found: Holdout [MNS17] [DBA ™ 15] and K-Fold Cross Validation [AHH " 13]
[WRS10]. Holdout on datasets that have a large amount of information so that important correla-
tions were in both train and test sets. Whereas, k-fold was used in datasets with a reduced number

of instances [GPMI14].
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2.4.6 Evaluation metrics

The most common metrics, as referred in Section 2.3, were accuracy and recall [SLD17] [AHH"13].
Others statistical measures were F1-Measure [MNS17] and Area under the curve (AUC) [PTPP15].
2.4.7 Results

Overall, every project accomplished good results and most of them with accuracy of 70%. There
were also some systems with accuracy values higher than 90%. Analyzing the conclusions from
the papers, shows that the results obtained, using new attributes or algorithms, were an improve-
ment over the approaches that were being used in the past [TNINAT08] [AHH"13].
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Chapter 3

Drug prescription using data mining

3.1 Data

Glintt provided 3 sets of data: diagnoses, prescriptions and social-demographics. The data had
information about hospitalized patients from August 2017 to December 2017 and their previous
medical history. All the information about the patients has been anonymized for confidentiality
reasons.

An episode will have all the medical information during the time that the patient is being
treated, in other words, an episode stores the progress of each patient during the treatment.

A patient can be diagnosed with multiple diseases at the same time, however only one is the
most important and needs the focus.

Each row in the prescription dataset is a drug prescribed and, for each episode, the medicines
are prescribed in groups.

The data supplied lacked in medical history regarding the patients. So, was necessary to create

some attributes that will be explained in Section 3.4.

3.1.1 Diagnosis

In Table 3.1, there are the diagnoses attributes.

The column 7_Episodio (T_Episode) defines the type of episode and each diagnosis has an
attribute Flg_Princ that shows the diagnosis priority. In total, there are 11727 rows and from
those 7339 are hospitalizations, the type of episodes that will be considered because it’s the most
critical area according to Glintt. It has other episodes like Medical appointments, Cirurgies and
Emergencies. From all the diagnoses, only 3208 were considered important diagnoses and the
most common diagnosis description is "Hipertensao Essencial Nao Especificada Como Maligna
Ou Benigna" (Unspecified essential hypertension disease), that represents 3.8% of descriptions.
The attribute Fim_Diag (End_Diag) has 11291 of 11727 empty values. The reason for that will
be explained in Section 1.2. The diagnoses were also grouped by initial date year to understand
the distribution over the years and the results are in Table 3.2. However, the dataset had not the

diagnoses equally spread.
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Year | Number of diagnoses
Attribute Description 2008 1

Doente (Patient) Patient hashed ID 2010 6934
Episodio (Episode) Episode hashed ID 2011 1512
T_Episodio (T_Episode) Type of episode 2012 575
Inic_Diag (Start_Diag) | Diagnosis initial date 2013 861
Fim_Diag (End_Diag) Diagnosis final date 2014 328
Flg_Princ Diagnosis priority 2015 309
Codigo (Code) Diagnosis ICD9 code 2016 553
Descr_Diag Diagnosis description 2017 523
Table 3.1: Diagnosis information. 2018 131

Table 3.2: Number of diagnoses per year.

3.1.2 Prescription

Prescription attributes are shown in Table 3.3.

Year | Number of prescriptions
2002 2
2004 1
Attribute Description 2005 19
8 - 2006 378
Doente (Patient) Patient hashed ID
— - - 2007 3416
Episodio (Episode) Episode hashed ID
- — — 2008 8020
Prescricao (Prescription) Prescription hashed ID
— 2009 10310
Data_Presc (Date_Presc) | Prescription initial date
. 2010 19010
Medicamento (Drug) ICD code 2011 16673
Nome_Med (Drug_Name) CNPEM
2012 55595
Dose (Dosage) Drug dosage
Via_Adm (Route_Adm) | Route of administrafi 2013 27294
;agl ;n3‘ l:‘ou e_' 'm - ou e': of administration | —--- 33596
able 3.3: Prescription information. 2015 64324
2016 75792
2017 362736

Table 3.4: Number of prescriptions per year.

Each group of prescription has a unique ID that is stored in the attribute Prescricao (Prescrip-
tion).

CNPEM is a Portuguese standard to represent the drug information and is created with the
International Classification of Diseases (ICD) code, dosage and package dimension.

Paracetamol was the most prescribed drug, with 51064 prescriptions from 707666 total. The
following ones were Sodium Chloridium with 38237, Metoclopramide with 30175, Pantoprazole
with 25734 and Insulin with 23623.

The Dose (Dosage), for pills, goes from 1 milligram to 1000 milligrams and 1 millilitre to

1000 millilitres for injectables. The route of administration can be oral for pills and syrup and, for
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injectables, is intravenous.
In Table 3.2, there is the prescriptions distribution over the years. In 2017, the number of

medicines was higher than on the other years.

3.1.3 Social-Demographic

In Table 3.5, is the information about the patients.

Attribute Description
Doente (Patient) Patient hashed ID
Sexo (Gender) Patient gender
Ano_Nasc (Birth_Year) | Patient birth year

Table 3.5: Social-Demographic information.

The dataset had information about 13912 patients, 45% of them were male. Regarding the
birth year, it goes from 1915 to 2017, with a mean value of 1966.

3.2 Approach

This project was developed using the CRISP-DM methodology [ML11]. The author started with
Business and Data understanding to get knowledge about the problem that would be treated. In
this case, understanding the hospitalizations process and its data and then was necessary to process
the data and to create new attributes.

It was found that is common not to exist a match between the dates of the prescriptions and
diagnoses. This may seem odd, but in hospitalizations is not mandatory that it happens. For
example, when a new diagnosis is defined, before prescribing the medicines, the doctor needs
to analyze the previous medical history or if the current prescriptions are good enough and it
takes time, sometimes days to understand the impact of the actual treatment. This scenario was a
problem, because, initially, the author thought that with hospitalizations, it would happen like in
the medical appointments where the episodes are shorter and for each diagnosis, it is prescribed a
set of medicines at that moment.

The data is not always collected on time, which leads to important data quality issues. In
particular, it is hard to associate a diagnosis and the corresponding prescriptions, which affects the
quality of the target variable. Noise in the target variable is typically more difficult to deal with
than in the independent variables.

Most of the diagnoses did not have an end date. This can happen because:
e the doctor did not register it when it finished or when the patient was discharged;
o the data sample had most of its patients still hospitalized;

15
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e some patients have chronic diseases will be dealing with them for the rest of their life, like

diabetes.

So the final date of the diagnosis was ignored and that is the reason for the diagnoses not having

an end in the charts.
The following images show two scenarios. In the Figure 3.1, represents an episode in a medical

appointment, where diagnoses and prescriptions begin at the same time. In Figure 3.2, is part of

an episode from a hospitalized patient.

Dz | [ ] Diagnasis | 0 ] ] Diagnosis

Group of Group of
D1 | prescriptions | o1 | prescriptions.
P4

P3 F3

Date Date

2013-01-30
2013-01-31
2013-02-01
2013-02-02
2013-02-03
2013-02-04
2013-02-05
2013-02-06
2013-01-30
2013.-01-31
2013-02-01
2013-02-02
2013-02-03
2013-02-04
2013-02-05
2013-02-06

Figure 3.1: Medical appointment scenario. Figure 3.2: Hospitalization scenario.

In order to overcome the problem with the missing association diagnoses-prescriptions, several

attempts were made.

In the first one, the time factor was ignored and tried a naive approach where all the medicines
prescribed in that episode were considered as labels for all the diagnoses. In other words, each

diagnosis has, as labels, the combinations of all the medicines prescribed in that episode.

Another attempt was to only focus on the first prescription of each episode. The initial pre-
scription is the first attempt to treat the patient, from there, the following ones will be based on
the results obtained with it. So this is an important scenario that had to be analyzed, in order to
understand how the system would perform to predict drugs for the first prescription. For each

episode, only the first group of prescriptions was used as labels.

It was also tried to use only the episodes with a single diagnosis, this way, is guaranteed that
those medicines were prescribed just for those problems. The goal of this approach was an attempt
to simulate the reality of the medical appointments, because each time the doctor visits his patients,
can be seen as a appointment. However, there are only a few examples of these conditions and the

results may not be as expected.

Finally, was idealized the formulation which was the closest to the hospitalizations reality. As
referred before, sometimes exists a gap between prescriptions and diagnoses because, in hospital-
izations, is not necessary that each new diagnosis leads to new prescriptions. So it was considered
a period of time of 6 days to take in consideration these situations where the drugs are prescribed
some days after the diagnosis. For each diagnosis, was used as labels the prescriptions from three
days before the diagnosis date and until three days after. This reduced the dataset size because is

a more specific scenario.
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In the end, was realized that the dataset had not enough information about the historical records
from the patients and the relationship between diagnoses and prescribed medicines is not estab-

lished, so it was performed some feature engineering.

3.3 Data preparation

Analyzing the prescriptions, was found that the Nome_Med column was not atomic, as it combined
two types of information into a single value, apart from the drugs name, it also had information
about the dosage. However, it already existed a field for the dosage, so a new attribute was created
with just the medicine name using several regex expressions.

After gathering the medicines names, the number of unique drugs was too large for the algo-
rithms to handle [BK13]. In total, there were 420 different medicines names. So it was selected
the top 20 and top 40 medicines most prescribed. The top 20 medicines represent 51% of all the
prescriptions and 40 the 68%.

Each diagnosis has a unique code based on International Statistical Classification of Diseases
and Related Health Problems (ICD) list [ELS™03]. This code is an numeric variable, however
some diagnoses have a letter. These diagnoses are specific to the hospital and not part of ICD,
due that may be ignored. ICD code has a hierarchical structure with two or more levels. For
example, the diagnosis with code 5/8.4 belongs to the group of "Diseases Of The Respiratory
System" (460-519). The diseases with code starting with 518 are from the subgroup of "Other
Lungs Diseases" and the 4 specifies the disease as "Acute edema of lung, unspecified". So two
attributes were created with each part of the code using the ICD R package [Was18].

The diagnosis description could be used in order to collect relevant information about it. It
was considered the possibility to use a text-mining approach to extract important words that may
distinguish the diagnoses. However, text-mining methods are complex and that is why was de-
cided not to address them in this project, as there was already quite a lot of different issues to be

addressed.

3.4 Feature Engineering

From the analysis performed on the dataset, it was realized that there was not enough information
about medical history of each patient. In order to solve this problem, several new attributes for
each patient were created using patients diagnoses and prescriptions.

It was calculated the total number of episodes and number of days since the first and last
episode, for each patient.

Since each episode can have multiple diagnoses, it was computed the minimum, maximum
and mean of the number of diagnoses for each patient. Considering only the important diagnoses,
whose Flg_Prin was true, was selected, for each one, the two most prescribed medicines. The

same process was used for the diagnoses that were not important.
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During the years, every patient had several episodes, so, in order to take into account this
information, a new attribute was created with the number of different episodes.

Considering the prescriptions, was identified the top 3 most prescribed medicines, the total
number of medicines prescribed in the past, the total number of distinct medicines used in the
past, the ratio between these two values and, for the number of medicines in each episode, the
maximum, the minimum and mean value, for each patient.

In Table 3.6, there is a list of all the attributes used in the dataset.

3.5 Evaluation

It was used Precision for measuring if the drugs predicted are correct and Recall to measure how
many drugs are being predicted. It was also considered F/ to evaluate the combination of the two
previous metrics.

General B was used in order to analyze the impact that the number of medicines used had on
the results.

In order to validate the results, was used the Nemenyi post hoc test. Since there is only one
dataset, it was split by year. It resulted in the 8 datasets: 2011, 2012, 2013, 2014, 2015, 2016,
2017 and 2018. Each algorithm was tested 7 times and each year was used for testing and the
previous for training. For example, 2013 for testing and 2011 and 2012 for training. However, the
number of diagnoses in each year is not balanced, so there are datasets with more instances than
others.

Diagnoses and prescriptions time is very important. A new prescription may be necessary due
to the failure of the previous one, for example. This can be seen in Figure 3.2, where the diagnoses
are the same but new prescriptions were created during the time.

Based on this, the dataset was ordered by the episode initial date. And then, was split with
70% for train and 30% for test.

3.6 Algorithms

For the system, was used the R package, utiML [Riv18], because it had many MLC methods
implemented.

From this package, was used the Binary Relevance (Section 2.2.1), Binary Relevance Plus
(Section 2.2.1) and Ensemble of Classifier Chains (Section 2.2.1) as transformation approach, that
are explained in Section 2.2. For each one, was used the following binary classifiers: Classifica-
tion and regression trees (Section 2.2.1) [TA18], Java implementation of the C4.5 (Section 2.2.1)
[WFO05], Sequential Minimal Optimization (Section 2.2.1) [WF05] and Extreme Gradient Boost-
ing (Section 2.2.1) [CHB"18] that were available on the package. ML-KNN was used too, an
adaptation of the KNN algorithm explained in Section 2.2.2.

The mlr package had implemented Random Forest for MLC. However, it only supported fac-
tors with less than 32 levels and the diagnosis description had more than that.

18



Drug prescription using data mining

All the algorithms were run with the default values. It was used one adaptation method and
five binary classifiers with three transformations approaches. To test all the parameters for all the

algorithms would take too much time and resources, so was better to use the default values.

3.6.1 Java implementation of C4.5 (J48)

Prunning Confidence | Min. nr. instances
0.25 2
Table 3.7: J48 default values.

3.6.2 C(lassification And Regression Trees (CART)

Min. split | Min. bucket | Max. compete | Xval | Max. surro. | Use surro. | Cp | Max. depth

20 7 4 10 5 2 0.01

Table 3.8: CART default values.

3.6.3 Sequential Minimal Optimization (SMO)

Complex. const. | Tolerance Kernel Exponent
1 1.0e-3 PolyKernel 1
Table 3.9: SMO default values.

3.6.4 Extreme Gradient Boosting (XGB)

Booster | ETA | Gamma | Max. depth | Min. child weight | Rounds | Objective
gbtree 0.3 0 6 1 3 softprob
Table 3.10: XGB default values.

3.6.5 Multi-Label K-Nearest Neighbors (ML-KNN)

It was used ML-KNN implemented in utiML with k = 10.

3.7 Summary

There were a lot of problems with the dataset and the main one was with the missing time relation
between diagnoses and prescriptions. With hospitalizations, this is a regular scenario that the

author was not aware. So four scenarios were considered to overcome this problem: ignore the
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prescriptions date, use just the first prescription for each episode, use episodes with a diagnosis
and diagnoses with prescriptions within 6 days timeframe.

After that, was found that the dataset did not have enough information about the medical
history for each patient, so it was created multiple new attributes for that. Since there were over
400 unique medicines, it was only considered the top 20 and 40 most prescribed ones.

It was used 5 algorithms: XGB, SMO, CART, J48 and ML-KNN. Since the first four are binary
classifiers, were used BR, BRPlus and ECC as transformation approach.

To evaluate the results, was used Precision, Recall and F1. General B was used too as a

baseline.
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Attribute Description

EPISODIO (EPISODE) Episode

TOP_1_MEDICAMENTO Medicine most prescribed by patient
(TOP_1_MED)

TOP_2_MEDICAMENTO Second medicine most prescribed by patient
(TOP_2_MED)

;l:gﬁfgﬁ%;)l;}AMENTO Third medicine most prescribed by patient

TOTAL_MEDS_POR_PAC
(TOTAL_MEDS_PER_PAT)

Total number of medicines prescribed for a patient

TOTAL_MEDS_DIFF_POR_PAC
(TOTAL_MEDS_DIFF_PER_PAT)

Total number of different medicines prescribed for a patient

RACIO_MEDS_DIF_TOTAIS
(RATIO_MEDS_DIF_TOTALS)

Ratio between the last two attributes

MEDIA_MEDS_POR_EP
(AVG_MEDS_PER_EP)

Average number of medicines in each episode

MEDIA_MEDS_POR_PAC
(AVG_MEDS_PER_PAT)

Average number of medicines for each patient

NR_MEDS_PRESC

Number of medicines prescribed in an episode

TOTAL_EP_POR_PAC
(TOTAL_EP_PER_PAT)

Total number of patients episodes

TOTAL_DIAGS_POR_PAC
(TOTAL_DIAGS_PER_PAT)

Total number of patients diagnoses

PRIM_EP

Date of the first patient episode

(FIRST_EP)

ULTM_EP . .
(LAST_EP) Date of the last patient episode
INIC_DIAG . .
(START_DIAG) Initial date of the episode
FLG_PRIN Core diagnosis identifier
DESCR_DIAG Diagnosis description
COD_DIAG Diagnosis code

PRI_NIVEL . . .
(FIR_LEVEL) First level of the diagnosis code
SEG_NIVEL

(SEC_LEVEL)

Second level of the diagnosis code

MEDIA_DIAGS_POR_EP
(AVG_DIAGS_PER_EP)

Average value of diagnoses in each episode

MIN_DIAGS_POR_EP
(MIN_DIAGS_PER_EP)

Minimum value of diagnoses in each episode

MAX_DIAGS_POR_EP
(MAX_DIAGS_PER_EP)

Maximum value of diagnoses in each episode

SEXO (GENDER)

Patient gender

ANO_NASC (BIRTH_YEAR)

Patient birth year

MELHOR_MED_PRESC_PRIN
(BEST_MED_PRESC_PRIN)

Most prescribed medicine in important diagnoses

SEG_MELHOR_MED_PRESC_PRIN

(SEC_BEST_MED_PRESC_PRIN)

Second most prescribed medicine in important diagnoses

MELHOR_MED_PRESC_SECUN
(BEST_MED_PRESC_SECUN)

Most prescribed medicine in non important diagnoses

SEG_MELHOR_MED_PRESC_SECUN
(SEC_BEST_MED_PRESC_SECUN)

Second most prescribed medicine in non important diagnoses

NR_VISITA (VISIT_NR)

Episode number

Table 3.6: List of attributes used.
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Chapter 4

Experiments and Results

4.1 Naive approach

As referred before, this approach ignores if the diagnoses dates match the prescriptions. It is the

simplest scenario and, thus, the first we address.

4.1.1 Dataset with 20 medicines

The final dataset has 3198 instances with the 32 attributes shown in Table 3.6.

General B is applied with LabelCardinality = 6 and the results from all the algorithms tested
as well as the metrics considered are shown in 3 charts: F/ (Figure 4.1), Precision (Figure 4.2)
and Recall (Figure 4.3).

F1 results with 20 medicines

Precision results with 20 medicines
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Figure 4.1: F1 results using 20 medicines in
the naive scenario.

Figure 4.2: Precision results using 20
medicines in the naive scenario.

Based on Figure 4.1, every algorithm performs better than the baseline, however, ML-KNN,
J48 and CART with BR and BRPlus are not so much better. SMO and XGB are the best ones with
F1 values around 80%. Analyzing the Precision results (Figure 4.2), SMO and XGB, once again,
outperform the baseline, especially SMO with BR. With XGB, all the approaches output almost
the same values and ML-KNN is the worst algorithm. With the Recall, the same pattern occurs
with SMO and XGB being the best algorithms. ML-KNN and the other binary trees classifiers

have bad results, worst than the baseline. However, J48 and CART have an improvement in the
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Recall results with 20 medicines
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Figure 4.3: Recall results using 20
medicines in the naive scenario.
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Figure 4.4: Statistical results with F1 using 20 medicines in the naive scenario.

results using the ECC. In these formulation, both SMO and XGB have the same values, so they
are the best algorithms for this problem.
The dataset was decomposed in multiple small datasets using the diagnosis date. Despite that,

the results in Figure 4.4 are essentially the same, with SMO and XGB having the best average
ranking, especially SMO with BR (brSMO).

4.1.2 Dataset with 40 medicines

Using the top 40 most prescribed drugs, there is an increase on the dataset to 3253 diagnoses, this
leads to a new LC value of 8.

Ensemble of Classifier Chains was the best approach for CART and J48 because the recall
increased a lot compared to BR and BRPlus.

In Figure 4.8, is missing the results regarding the ECC with SMO because it takes too much
memory to be calculated. Despite that, the results are the same as stated in the Section 4.1.1. SMO

and XGB were the best algorithms based on the low average rank. The closest algorithm but with
higher rank is CART with ECC, just like in Figure 4.5.
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F1 results with 40 medicines Precision results with 40 medicines
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Figure 4.5: F1 results using 40 medicines in Figure 4.6: Precision results using 40
the naive scenario. medicines in the naive scenario.

Recall results with 40 medicines
B Recall

Figure 4.7: Recall results using 40
medicines in the naive scenario.
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Figure 4.8: Statistical results with F1 using 20 medicines in the naive scenario.

4.1.3 Computational cost analysis

This is the most complex scenario in terms of number of instances and labels because it uses all the
diagnoses and all prescriptions despite the dates not matching. So, was evaluated the performance
of the best and the worst algorithm over the number of medicines. It was selected SMO as best

and ML-KNN as worst one. The metric considered is F1 to evaluate the combination of precision

25



Experiments and Results

and recall of each one.

SMO: Model, Prediction and Total time
= Iodel time
= Prediction Time

Total Time

Time (s)

Number of medicines

Figure 4.9: Time consumed by SMO over
the number of medicines.

SMO: F1

F1

MNumber of medicines

Figure 4.10: SMO results over the number
of medicines.

With SMO, the time taken to create the model increases with the number of medicines, because
more labels may lead to a more complex model that takes more time to be created. To predict the
results, the time consumed stays almost the same until the 35 medicines. From 35 to 40 medicines,
there is an increase in the time consumed and then continues with the same slope as before 35.
Analyzing Figure 4.10, the results decrease with the higher number of medicines because more

labels lead to more complex predictions and may exist few examples with the new labels.

MLKNN: Model, Prediction and Total time MLKNN: F1
800 = hodel time 1 -
== Prediction Time

Total Time

Time (s)
|
F1

Number of medicines

Figure 4.11: Time consumed by ML-KNN
over the number of medicines.

Number of medicines

Figure 4.12: ML-KNN results over the
number of medicines.

Concerning the results from Figure 4.9, the same scenario did not occur with ML-KNN as
shown in Figure 4.11 because KNN is an instance-based algorithm. Instead of creating a model,
it memorizes the training instances and uses it for the predictions. The process of memorizing
is faster than calculating the predictions and that is why the Prediction time line is higher than
the Model time one. As for the F1 results (Figure 4.12), the chart follows the same trend the F1
decreases with the increase of the medicines number, but the starting value is lower because SMO
got better results than ML-KNN.

4.2 First prescriptions group

In this scenario, the idea is to focus only on the first prescription of an episode because it is the

most important one as it is the first attempt to treat the patients.
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4.2.1 Dataset with 20 medicines
The final dataset also has 3198 instances with the same 32 attributes but LC = 4.

F1 results with 20 medicines
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Figure 4.13: F1 results using 20 medicines
in the first prescription scenario.
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Figure 4.15: Recall results using 20
medicines in the first prescription scenario.
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Figure 4.14: Precision results using 20
medicines in the first prescription scenario.
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Figure 4.16: Statistical results with F1 using 20 medicines in the first prescription scenario.

Using only the first group of prescriptions, the number of labels for each diagnosis is reduced.

Overall, the results are similar to the ones in the Section 4.1.1 where SMO and XGB having
the best results but J48 and CART have much better results when using ECC, like in Section 4.1.2.
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4.2.2 Dataset with 40 medicines

The dataset size is the same as in Section 4.1.2, 3198, but uses more drugs so LC is 5. The results

have a pattern just like in Section 4.2.1 but with values slightly worse.

The results using SMO and XGB are the same as in Section 4.1. The differences are on the
Decision Tree algorithms that had worst performance with this formulation. For these, ECC is a

good choice because it gave better results.

4.3 Episodes with 1 diagnosis

This scenario simulates how this system would perform with medical appointments instead of

hospitalizations, using the episodes that have only one diagnosis.

In order to use the Nemenyi test, in this scenario, the year 2018 is not considered because there
are no episodes with one diagnosis. The year 2017 only has 1 instance and some methods can not

predict with just one instance so it was added to year 2016. So the datasets are from 2011 to 2016.

4.3.1 Dataset with 20 medicines

The final dataset only has 75 instances because in hospitalizations, it is unlikely to exist an episode
with just one diagnosis. Despite that, this scenario could not be ignored because, in hospitaliza-
tions, each time the doctors give a check up, can be considered a medical appointment. In each

visit, the doctor performs the same process as in a regular appointment.

General B was applied with a LC = 4.

F1 results with 20 medicines Precision results with 20 medicines
|mF @ Precision
\ R .-57% D\i‘/\ D\f?« D\f A?’ 49! ® x“ ?& \“_ © _-5’ & é’% ()’i{\ Q\Q« (,"9« & s”b 3‘1 ?1 x“
& §%q\\ %;, & Cg@v %(5’ él@g\\\a" (&L“ & Q\\‘ Q,LL ® ¢3 q\\x'“A (55‘ <3 q\v Q,[/L @lqg\;ﬁ 'Q,LL" & q\s“ %L
Figure 4.17: F1 results using 20 medicines Figure 4.18: Precision results using 20
in the single diagnosis scenario. medicines in the single diagnosis scenario.
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Recall results with 20 medicines
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Figure 4.19: Recall results using 20
medicines in the single diagnosis scenario.
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Figure 4.20: Statistical results with F1 using 20 medicines in the single diagnosis scenario.

Despite the good precision on ML-KNN, SMO continues to be the best algorithm for the
problem based on Figure 4.17. XGB has slightly worse results than SMO. On the recall chart
(Figure 4.19), ECC is the best approach for all the algorithms. This may be related to the small
dataset that so it is easier for ECC to get the best model, since there was not many combinations
as before.

The results from the statistical tests had some differences from the prediction results, because
in Figure 4.20, ML-KNN and General B have the same rank and that is something that is not
represented in the charts. Despite that, is clear that SMO is the best algorithm using BR or BRPlus.

4.3.2 Dataset with 40 medicines

With twice the drugs, the dataset size increases to 77 diagnoses and the LC is 5.

There are not big difference in the results from this section to Section 4.3.1. The number of
instances is small so the results may not be reliable. However, this scenario could not be ignored
due to the similarity to medical appointments.

As for the validation results in Figure 4.22, CART with ECC is the best approach and that is

something that is not in Figure 4.21. The limited number of instances and all the changes with the
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F1 results with 40 medicines
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Figure 4.21: F1 results using 40 medicines
in the single diagnosis scenario.
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rithm, especially with BR.

dataset may influence the results.

4.4 Medicines prescribed within 6 days

by using the diagnoses that have prescriptions within 6 days.

4.4.1 Dataset with 20 medicines

The final dataset has 1949 instances and LC of 6.
Despite being the closest formulation to the reallity, the results are very similar to the ones in
the Section 4.1.1.
Analyzing Figure 4.23, SMO and XGB are the best algorithms, with BR and BRPlus as the
best approaches due to the low average rank and ML-KNN very similar to the baseline.
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Figure 4.22: Statistical results with F1 using 40 medicines in the single diagnosis scenario.

Despite the simplifications that were performed and the small dataset, SMO was the best algo-

This last one was the best attempt to establish a time relation between diagnoses and prescriptions
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CD
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Figure 4.23: Statistical results with F1 using 20 medicines in the 6 days scenario.

4.4.2 Dataset with 40 medicines

In this scenario, the dataset size increases to 1964 with LC = 7. Just like in the previous scenarios,
with 40 medicines, SMO and XGB outperform the baseline and ECC is the best approach for J48
and CART because with BR and BRPlus, they are even worse than the baseline, like in Figure
4.24.

CD
2 3 4 5 6 7 8 9 10 11 12 13 14
L | | | | | | | | | | )
brSMO — eccJ48
brXGB — brCART
brplusSMO —— brplusCART
eccXGB —MMMM— brplusJ48
brplusxtGB —MMM baseline
eccSMO brj48
eccCART — mlknn

Figure 4.24: Statistical results with F1 using 40 medicines in the 6 days scenario.

4.5 Conclusions

Regarding the results, Sequential minimal optimization and Etreme Gradient Boosting are the best
algorithms over all scenarios without much difference between them. With 40 drugs, the global
results lowered around 10 percentage points. For the other algorithms, the overall results lower
even more.

With 20 medicines, there are not important differences between J48 and CART using BR and

BRPIlus. Using 40, the results decreased a lot, most of the times lower than the baseline, especially
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with BR and BRPlus on the recall charts. In these cases, precision has high values, so despite the
bad results on the recall, these algorithms predict correctly the labels when they are in the relevant
group. Based on the F1 charts, for CART and J48, ECC is the best option because that is the only

approach that is able to get better results both on recall and precision.

32



Chapter 5

Conclusions and Future Work

5.1 Conclusions

The drugs prescription is a complex process because depends on the correct diagnoses. These
diagnoses were defined in multiple exams and appointments. The same diagnosis may have dif-
ferent prescriptions for each patient, due to health problems, for example. Since ML techniques
are being used in the health systems and Glintt develops software for hospitals and pharmacies,
was proposed the development of a system that would receive diagnoses from patients as input
and provide drugs suggestions to the doctors. With this, the specialists would have some help on

the prescription process.

The development followed a CRISP-DM approach, that started with the analysis of the prob-
lem and the data that would be used. The dataset was created using information from diagnoses,
prescriptions and social-demographic. Since it did not have enough data about the medical history
for each patient, new attributes were created. Other attributes were discarded because had a huge

amount of empty values.

The number of drugs was very large so it was selected the top 20 and top 40 most prescribed

drugs.

To solve the problem between diagnoses and prescriptions were create four scenarios: use all
the medicines prescribed in that episode, use just the first group of drugs in each episode, focus on
the episodes with only a diagnosis and for each diagnosis use the prescriptions in a period of time
of 6 days.

Several algorithms were used with SMO and XGB giving the best results. SMO had the

advantage that was faster than XGB, so it was considered the best method.

The main problem of this project was the data because there was not a match between the
diagnoses and the prescriptions dates, due to the type of episode that was used. And also, because
of the lack of information that could show which prescriptions were associated to each diagnosis.
Instead of predicting the prescriptions for each diagnosis, the drugs predicted were suggestions to

a group of diagnoses and not for each one.
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Considering all the work developed and the problem complexity, the results obtained were
good, many of them were higher than the baseline and the difference was considerable. This may

be an evidence that MLC techniques can also be used in drugs prescription problems.

5.2 Future Work

When a patient is hospitalized, every time the doctor checks him up, may be considered a medical
appointment. So, despite the change of context regarding the data, another approach would be
to use medical appointments data where the duration of an episode is shorter and have a better
relation diagnoses-prescriptions.

Another attributes could be used like the drug ICD code, instead of the drugs name.

Instead of using Multi-Label tecnhiques, it could be used Multiclass ones.

Since, was used the default values for each algorithm, could be developed a grid search system
to test the parameters in order to get the best results.

The developed project will be upgraded in order to have a web interface that would allow
the doctors to generate the predictions. With the interface, the suggestions will be shown in a

user-friendly way for them.
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Appendix A

Evaluation metrics

A.1 Bipartition metrics

These metrics provide two label groups. One with the relevant labels and another with the non-

relevant ones based on a threshold.

A.1.1 Example-based metrics

Metrics of this type are used for understanding the average difference between the actual and
predicted set of labels. Let S = {(x;,Y;);1 <i < n} be a multi-label test set with n number of

instances, Y; true labels for the instance x;, Z; the predicted labels and f(-) a multi-label classifier.

e Accuracy
Average proportion of correctly predicted labels from the total number of labels for each

instance.

n
Y;
Accuracy—f Z ﬂ |

1

e Hamming loss
Proportion of the instance-label pairs that were misclassified, where A stands for the dif-
ference between the two sets, predicted and actual labels, of each instance. The fraction of

labels that are incorrectly predicted.

1 1
Hammingloss = — *Z| 7] *|Z; Y|

A.1.2 Label-based metrics

Label-based metrics require four values: the number of labels that were true and predicted cor-
rectly, true positives (tp), the number of labels that were false and were predicted as false, true
negatives (tn), the number of labels that false but were predicted as true, false positives (fp) and
the number of labels that were true but were predicted as false, false negatives (fn). With these

four variables can be built a confusion matrix, Figure A.1.
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Prediction
TRUE FALSE

True Positives (TF) | Falze Nagatives (FM)

Actual
FALSE | TRUE

False Positives (FP)| Trus Negatives (TN)

Figure A.1: Confusion matrix.

These values are used on different binary evaluation metrics, B, such as: accuracy, recall,

precision, F1-score. There are two approaches for it:

e Macro
Macro will compute the corresponding metric independently for each label and then calcu-

late the average. This metric assumes equal weight to the labels [ZZ14].

12
Bmacro = ﬁ ZB(TPi’FPiaTNi»TFi)
i=1

e Micro
Micro will aggregate the instances from all labels and compute the corresponding metric.
Instead of assuming equal weights to the labels, this one considers equal weight to the
instances [ZZ7.14].

n
Bicro = B()_ TP, } FP,} TN;,}) TF)

A.2 Ranking metrics

Ranking metrics take into account the value of rank(x;,z;). Label rank is like the rank in sports,
represents a position for a performance and the goal is to get best one. The rank function returns
the position of the label z; in the label set Y;, higher the rank, better is the label. The list of ranked

labels can be sorted with a function 7;(z;) that associates the rank value to a position.

e One Error

Measures the number of times in which the top-ranked label is not in the relevant label set.

-

One-Error = —x Y [[argminti(z;) € Y]],z €L

S |-

1

1

e Coverage

Measures the average distance to cover all the relevant labels.
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1 n
Coverage = — * Zmax’l:,-(z,-) -1,z €Y;
s
e Average precision
Measures for each label if the previous labels (lower ranking value) had been well predicted.

Average Precision =

Ti(A)

1
n

In the Figure A.2, there is a diagram that shows hierarchically all the metrics explained before.

Evaluation metrics

Bipartition metrics [ Ranking metrics

[ Example-based metrics ] [ Label-based metrics ]
. Macro

Hamming Loss Accuracy Recall Macro Accuracy Precision Macro Recall

One-Error Covera ge Ranking Loss
. Subset - - - -
Precision F1-Score A Micro Accuracy  Micro Precision  Micro Recall
ccuracy

Figure A.2: Diagram of the MLC evaluation metrics.

41



Evaluation metrics

42



Appendix B

Results

B.1 Results from first prescription

F1 results with 40 medicines
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Figure B.1: F1 results using 40 medicines in
the first prescription scenario.

Precision results with 40 medicines
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Figure B.2: Precision results using 40
medicines in the first prescription scenario.

Recall results with 40 medicines
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Figure B.3: Recall results using 40
medicines in the first prescription scenario.
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Figure B.4: Statistical results using 40 medicines in the first prescription scenario.

B.2 Results from episodes with 1 diagnosis

Recall results with 40 medicines
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Figure B.5: Recall results using 40
medicines in the single diagnosis scenario.
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Precision results with 40 medicines
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Figure B.6: Precision results using 40
medicines in the single diagnosis scenario.



Results

B.3 Results from the 6 days prescriptions

F1 results with 20 medicines
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Figure B.7: F1 results using 20 medicines in
the 6 days scenario.
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Figure B.8: Precision results using 20
medicines in the 6 days scenario.

Recall results with 20 medicines
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Recall results using 20

medicines in the 6 days scenario.
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Figure B.10: F1 results using 40 medicines
in the 6 days scenario.
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Figure B.11: Precision results using 40
medicines in the 6 days scenario.
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Recall results with 40 medicines
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Figure B.12: Recall results using 40
medicines in the 6 days scenario.
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