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Abstract

Chronic Obstructive Pulmonary Disease (COPD) is an inflammatory lung disease, causing breathing dif-
ficulties in patients due to obstructed airflow in lungs. COPD is one of the main leading causes of death
worldwide with an annual mortality rate of three million people. Despite the absence of an effective treat-
ment for COPD, an early-stage diagnosis plays a crucial role for the effective management of the disease.
However, majority of patients with objective COPD go undiagnosed until late stages of their disease due to
the lack of a reliable technology for the recognition and monitoring of COPD in Point-of-Care (PoC).
Alternative diagnostic approaches such as the accurate examination of respiratory tract fluids like saliva
can address this issue using a portable biosensor in a home-care environment. Nonetheless, the accu-
rate diagnosis of COPD based on this approach is only possible by concurrent consideration of patients
demographic—medical parameters. Therefore, Machine Learning (ML) tools are necessary for the compre-
hensive recognition of COPD in a PoC setting. On the other hand, drawbacks of cloud-based ML techniques
for medical applications such as data safety, immerse energy consumption, and enormous computation re-
quirements need to be addressed for this application. Therefore, the objective of this thesis was to develop
a ML-equipped system for the management of COPD in a PoC setup. A portable permittivity biosensor
was developed in this work and its in-vitro performance was evaluated throughout clinical experiments.
ML techniques were applied on biosensor results, demonstrating the significant role of these algorithms for
the recognition of COPD. Moreover, developed ML models were deployed on a neuromorphic platform for

addressing the shortcomings of cloud-based approaches.

Keywords: BiCMOS permittivity biosensors; COPD management; Saliva characterization; Bioneuro-

morphics; Precision diagnostic; Machine learning in medicine; Neuromorphic Al; Personalized healthcare.
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Chapter 1

Introduction

1.1 Motivation

Chronic Obstructive Pulmonary Disease (COPD) is an inflammatory lung disease, causing breathing diffi-
culties in patients due to obstructed airflow in lungs [1]. COPD is one of the main leading causes of death
worldwide with an annual mortality rate of three million people [2]. The growth of COPD is significantly
due to increase in tobacco use (including active smoking or secondhand smoke) and the air pollution [1].
Apart from its economical burden for healthcare systems, COPD drastically impacts patients’ life quality
by restricting their physical activities. Despite the absence of an effective treatment for COPD, an early-
stage diagnosis plays a crucial role for the effective management of the disease [3]. However, majority
of patients with objective COPD go undiagnosed until late stages of their disease due to the absence of
necessary Point-of-Care (PoC) technologies. As a result, development of personalized solutions for the
COPD management has been significantly promoted by the contemporary healthcare systems for provid-
ing patients with appropriate medical assistance in an outpatient clinic or a home-care environment [4].
Analyzing lung capacity of patients using a spirometer is the most common and rudimentary method for
diagnosing COPD. However, its bulky size, operation complexity, high cost, and lack of portability limit its
application in real-world PoC devices [4]. On the other hand, silicon-based technologies such as Comple-
mentary Metal-Oxide—Semiconductor (CMOS) provide countless advantages for PoC applications such as
miniaturization, portability, high accuracy, reliability, low cost, low power consumption, and integrability

with neuromorphic computing technologies for Artificial Intelligence (Al) approaches [5].
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1.2 Research Objectives

In spite of recent advancements in developing biosensors for various biomedical applications, a reliable
technology for early diagnosis and monitoring of COPD in a PoC environment is still missing. This is
due to the fact that the abovementioned shortcomings of spirometry, the most common method for COPD
diagnostic, have limited its application in PoC environments. However, alternative diagnostic approaches
such as the accurate examination of respiratory tract fluids like saliva can address this issue by identifying
bacterial infections using a portable biosensor in a home-care environment. Hence, regular screening of
mechanical and electrical properties of patients’ saliva can lead to important information for staging COPD.
Nonetheless, the accurate diagnosis of the disease based on this approach is only possible by concurrent
consideration of various demographic—medical parameters related to patients. Therefore, advanced Al-
based analytical tools are required for the comprehensive recognition of COPD in a PoC setting. On the
other hand, drawbacks of cloud-based Al techniques for PoC medical applications such as data safety,
immerse energy consumption, and enormous computation requirements need to be addressed for real-world
applications. For this purpose, neuromorphic platforms can be used for the hardware-based deployment of
Al techniques on PoC COPD management devices for the on-chip processing of acquired data without

cloud communications. By taking into account these issues, the objectives of this thesis are as follows:

1. To design and develop a CMOS-based permittivity biosensor for the real-time characterization of

respiratory tract fluids such as saliva.

2. To integrate the developed permittivity biosensor into a handheld device for the rapid characterization
of saliva samples in a PoC environment and to evaluate its in-vitro performance using clinical samples

of COPD patients and Healthy Controls (HC).

3. To apply Machine Learning (ML) techniques on the data obtained from investigating saliva samples

of COPD patients and HC for diagnostic classification and pattern recognition purposes.

4. To implement meta learning models such as few-shot learning for making the system resilient against

adversarial diseases like asthma with a similar mechanism to COPD.

5. To deploy the developed ML models on IHP’s memristive neuromorphic platform for the on-chip

recognition of saliva samples of COPD and HC.
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6. To apply the proposed PoC diagnosis approach for the management of other chronic diseases such as

the epileptic seizure detection, as the potential application of the technology in the future.

1.3 Scope of Research

Researchers at the Innovations for High Performance (IHP) Microelectronics have been extensively work-
ing on the development of CMOS-based sensors and neuromorphic chips for various biomedical and indus-
trial applications. It has been shown that the well-established CMOS technology offers numerous advan-
tages for medical applications such as high accuracy, low-power consumption, reliability, portability, low
cost, operation simplicity, and compatibility with label-free measurements [5]. In addition, IHP’s neuro-
morphic chips have provided reliable performance for various real-world applications such as digit recog-
nition [6]. However, this thesis investigates the possibility of using IHP’s CMOS-integrated biosensors
and neuromorphic chips for the on-chip characterization of saliva samples of COPD and HC subjects. The
specific focus of this work is on the development of an Al-equipped system for the management of COPD
in a PoC setup. Therefore, a portable permittivity biosensor has been developed in this work and its in-vitro
performance has been evaluated throughout clinical experiments. A novel dataset reporting the results of
these experiments were prepared and reported online for the public use. In addition, various ML techniques
have been applied on the obtained results, demonstrating the significant role of Al-based techniques for the
management of COPD. Moreover, deployment of these ML models on IHP’s neuromorphic platforms has

shown the practicality and importance of using neuromorphic chips for biomedical applications.

1.4 Overview of the Thesis

The structure of this thesis is summarized in the outline below:
Chapter 1 Introduction: The introductory chapter.

Chapter 2 Literature Review: Introduces COPD and its biological mechanism as well as the state-of-the-

art technologies for COPD diagnosis and treatment.

Chapter 3 Biosensor Development: Presents the development of a permittivity biosensor and its system

integration for the characterization of saliva samples of COPD patients and healthy controls.
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Chapter 4 Machine Learning Implementation: Presents the implementation of neuromorphic-compatible

machine learning tools for the classification of saliva samples on simulation models.

Chapter 5 Hardware Deployment: Presents the hardware implementation of the proposed machine learn-

ing simulation models on a memristive neuromorphic platform for on-chip recognition.

Chapter 6 Further Potential Applications: Presents the potential of the introduced technology for further

biomedical applications.

Chapter 7 Concluding Remarks and Future Work: Highlights the contributions of this work and required

enhancements and discusses the further relevant biomedical applications as future work.

Appendix I Technical Drawings for the System Packaging

Appendix II Permissions and Approvals
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Chapter 2

Literature Review

2.1 Introduction

Chronic Obstructive Pulmonary Disease (COPD) is an inflammatory lung disease, causing breathing diffi-
culties in patients due to obstructed airflow in lungs [1]. COPD is one of the main leading causes of death
worldwide with an annual mortality rate of three million people [2]. It has been predicted that COPD will
be the third leading cause of death in developed countries by 2030 due to its high mortality and morbidity
rates [2]. Apart from its economical burden for healthcare systems, COPD drastically impacts patients’
life quality by restricting their physical activities. The major cause of COPD, in developed countries, is
the long-term exposure of subjects to either tobacco smoke (being an active—secondhand smoker) or other
lung-irritants such as air pollution, chemical fumes, or industrial dust [3,4]. However, biomass smoke ex-
posure is independently associated with an increased risk of COPD for non-smoker patients, especially in
the developing world [5, 6]. Furthermore, in some scarce cases, a genetic condition called alpha-1 antit-
rypsin deficiency may also contribute to lung damages and COPD [3]. Individuals with objective COPD
experience an out of proportion decline in their lung function caused due to the inflammation in the small
airways and progressive destruction of lung parenchyma [7]. In addition, patients with COPD experience
airway obstruction and mucus hypersecretion; leading to respiratory acidosis, and pulmonary hyperten-
sion [8]. The main symptoms of COPD are shortness of breath, chronic coughs, wheezing, chest tightness,
and abnormal sputum (mucus) production. However, patients with severe COPD often complain about

weight loss, chest pain, and mental deterioration [1]. The manifestations of this disease are heterogeneous,

6
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resulting in a wide range of clinical phenotypes including lung cancer or heart diseases, as reflected in the
recent Global initiative for chronic Obstructive Lung Disease (GOLD) guidelines [3,4]. Although an ab-
solute cure for reversing caused lung damages by the disease has yet to be found, an early-stage diagnosis
has shown to have a pivotal role for the effective management of COPD [9, 10]. Nevertheless, majority
of patients with objective COPD go undiagnosed until late stages of their disease due to the absence of
necessary Point-of-Care (PoC) technologies. In fact, COPD is mainly underdiagnosed in younger subjects
and overdiagnosed for elderly because of lack of accurate testing among symptomatic patients, resulting
in inappropriate therapy and delayed diagnosis of other treatable conditions [11]. As a result, development
of personalized solutions for the COPD management has been significantly promoted by contemporary
healthcare systems for providing patients with appropriate medical assistance in an outpatient clinic or a
home-care environment [3,9]. In addition, recent studies have shown that the most rapid decline in lung
function occurs at early stages of the disease, in contrast to previous reports claiming accelerated decline
rate as the disease progressed over time, highlighting the importance of the early recognition of COPD [7].
This fact has been thoroughly studied by Tantucci ef al. that the mean rate of Forced Expiratory Volume
in 1 second (FEV}) decline is greatest in GOLD Stages II and III COPD and it slows down as COPD ad-

vances in its course, as demonstrated in Figure 2.1. As a result, the early identification of patients with

100 |~
>~ _ Stagel (A 40 mL/yr)
@ 80f------- 2
c N
5 N Stage Il (A 47-79 mL/yr)
S
= 5 }---------------
L Stage Il (A 5659 mL/yr)
e s Stage IV

(A<35 mL/yr)

Years

Figure 2.1: Recent evaluation of rate of decline in lung function for patients with COPD demonstrating that
the largest decline may occur at early stages of the disease [7].
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COPD enables practitioners to appropriately recognize exacerbations of this chronic lung disease, initiat-
ing required pharmacologic therapy early in the course of COPD to prevent the disease progression. In
addition, as shown in Figure 2.2, susceptible smokers experience a steeper decline in the FEV; rate with
advancing age, demonstrating the significant impact of smoking cessation at early ages for preventing the
disease progress [8]. Therefore, aggressive testing strategies, smoking-cessation efforts, and the initiation
of treatments are beneficial and required at early stages of COPD for reducing the extensive morbidity and
mortality of this disease [9, 11].

Figure 2.3 represents the pathophysiology of COPD and its mechanisms and biomarkers. Understand-
ing the machanism of the disease and tracking biomarkers and products related to the evolution of the
inflammation caused by COPD can lead to an improved follow-up and outcome prediction for patients.
COPD outcomes are result of an enhanced protective response of patients to oxidative stresses caused by
cigarette smoking or exposure to other environmental noxious gases [11]. Acute exacerbations represent
an even more enhanced response of body to infections such as virus, bacteria, or other inhaled allergens
through air pollution. As shown in Figure 2.3, upon the exposure to these agents, patients’ body stimu-
lates macrophages and epithelial cells to signal the production of inflammatory products such as IL-6, IL-8,

MMP-8, MMP-9, CRP, NE, and TNF-« at the lung parenchyma by the neutrophils [11]. Although these
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Figure 2.2: Conventionally accepted time course of the natural progression of lung function as a result of
exposure to smoking [8].
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Figure 2.3: Mechanisms and biomarkers in COPD pathophysiology.

biomarkers are also involved in other inflammatory diseases like asthma and idiopathic pulmonary fibro-
sis, comprehensive analysis of their concentrations and variations can lead to the accurate diagnosis and

management of COPD in a PoC environment [11].

2.2 Diagnosis

The clinical ground truth methodology for diagnosing COPD is comprehensively reported within the GOLD
guidelines [3]. Among available screening and detection methods, spirometry pulmonary function test is the
most rudimentary and systematic method in primary care for the diagnosis of COPD [5,6]. Along this test,
the lung capacity of patients is measured during breathing in—out cycles by considering following indexes:
Forced Expiratory Volume in 1 second (FEV) and the Forced Vital Capacity (FVC). An FEV/FVC<0.70
has been defined as the threshold for the diagnosis of COPD, while the decrease of this ratio is an indicator
of the diease progression [5,6]. Using this ratio, healthcare providers diagnose the state of illness in primary
and secondary care using well-established analysis criteria for the spirometry method.

Application of spirometry test has been hindered in PoC environments due to following issues: spirom-

etry is highly dependent on skilled operators for the evaluation of the results, considering the quality
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and calibration complexity of the utilized device and its sensitivity to environmental temperature varia-
tions [5,9, 11]. In addition, this test is not advised to patients with specific medical conditions such as
cardiac problems or dementia, thus limiting its applicability to a broad population of aged users. Further-
more, various error sources can impair the accuracy of exam results such as false start of the test, leakage in
the system, coughing, or hesitation during the expiration. Moreover, the main disadvantage of spirometry is
its inability to predict patient outcome, making the approach insufficient for preventing acute exacerbations
of COPD [5,9,11]. Moreover, according to a study by Haroon et al., COPD is widely under-diagnosed due
to the limited sensitivity of the spirometry test in the range of 64.5-79.9% [12]. Therefore, the abovemen-
tioned shortcomings of spirometry method as well as its bulky size, operation complexity, high cost, and
lack of portability make it an inadequate approach for the daily management of COPD in a PoC environ-
ment [9, 11].

As an alternative approach, impulse oscillometry and specific airway conductance measurement have
been recommended for the early detection of COPD [13-15]. Despite the capability of these techniques for
identifying more subtle changes in lung function at early stages compared to traditional spirometry, their
operation complexity and lack of portability limit their application for PoC use.

As presented in the literature, imaging techniques such as Computerized Tomography (CT) scan and
radiology tools have been widely used for screening respiratory diseases such as lung cancer or COPD
[16,17]. The integration of imaging techniques with advanced machine learning tools enables the accu-
rate prognosis of COPD through this approach. However, the bulky size, high cost, and skilled operator
requirements of this method limits its use in PoC setups.

Considering the high correlations between the COPD severity state and protein biomarkers present in
body fluids such as blood, sputum, and saliva, accurate analysis and monitoring of these biomarkers can
lead to early prediction and identification of COPD and its potential exacerbations [11]. A biomarker, in
principal, is a biological molecule found in body fluids or tissues, which is an indicator of the presence of
a condition, disease, or a normal—-abnormal process. Nonetheless, there are no such a specific molecule in
routine clinical use for the diagnosis or management of COPD [9,11]. Recent studies have investigated the
correlation of COPD with combination of several cytokines, chemokines, proteases, and biomarkers and
their concentrations in sputum or saliva [18-22]. Although sputum is highly relevant for monitoring lung

diseases considering its close proximity to protein, bacterial, and viral agents existing in patient lungs, its
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invasive acquisition procedure makes it unfavorable for daily applications [11]. On the other hand, saliva
offers a better patient compliance for routine testing of COPD biomarkers on the spot. The presence of
biomarkers in saliva occurs from the production of this fluid in highly vascularized salivary glands. Thus,
salivary components derive from the blood by passive diffusion or active transport, making it a suitable
medium for the recongition of COPD biomarkers in PoC environments. However, drawbacks of using saliva
such as presence of lower concentration of targeted biomarkers and the presence of undesired substances in
the sample need to be considered for designing detection methods and choosing proper panel of biomarkers
for the detection of COPD [11].

The low concentration levels of protein biomarkers in saliva makes their detection extremely challeng-
ing, thus requiring precise and sensitive protein detection techniques [11]. For instance, Enzyme-linked
Immunosorbent Assay (ELISA) is a standard technique for analyzing protein biomarkers in body fluids
with remarkably high accuracy, sensitivity, and specificity. However, its drawbacks in terms of high cost,
time consuming procedure, and incapability for miniaturization and automation restrict its PoC application.

As shown in Figure 2.3, combination of a few biomarkers can provide promising results for the diagnose
and early-onset detection of COPD exacerbations. These biomarkers include, but not limited to: CRP, IL-8,
IL-6, NE, TNF-a, MMP-8, and MMP-9 [11]. Following value ranges have been reported in the literature
for these biomarkers for healthy subjects: CRP:0,05—64,3 mg/mL; IL-6:1,3—53.,9 pg/mL; IL-8: 54,9—
1455,7 pg/mL; MMP-8: 0,531—754 ng/mL; MMP-9: 73,22—195,42 ng/mL; NE: 100—253 ng/mL; TNF-
a: 2,7—19,7 pg/mL. On the other hand, according to literature, higher concentrations of MMP-9, CRP,
NE, and TNF-« can be found in saliva for COPD patients with an FEV;/FVC ratio smaller than 70%.
Associations between these biomarkers and the severity of the disease can lead to the early staging of

COPD through saliva examination [11,23-26].

2.2.1 PoC Technologies for Salivary Biomarker Detection in Primary Care

Table 2.1 presents various technologies that have been used for the detection of existing biomarkers in
saliva samples. These technologies include, but are not limited to, Lab-on-Chip (LoC) biosensors, electro-
chemical colorimetrics, chemiluminescence, magnet immunosensors, fluorescence-based fiber optic sen-
sors, electrophoresis-based methods. For example, Nie ef al. has proposed a fluorescence-based LoC

biosensor for monitoring IL-8 and MMP-9 in saliva samples [27]. The introduced system required a sam-
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Table 2.1: Various technologies used for the detection of biomarkers in saliva samples.

Technology Biomarker Sample quantity Time

(uL) (min)
Fluorescence LoC [27] IL-8/MMP-9 20 70
Fluorescence LoC [30] CRP 200 30
Colorimetric LoC [31] CRP NA 12
Electrophoresis LoC [28] CRP/IL-6/TNF-« 10 10
Fluorescence optical fiber [32] IL-6/IL-8 100 150
Electrochemical IL-6 [33] IL-6 25 245
Colorimetric immunoassay [29] MMP-8/MMP-9 15 NA

ple volume of 20 uL for measurements and was capable of providing results within 70 minutes. Although
the small sample quantity requirement of the setup makes it comfortable for daily use by patients, its time-
consuming and complex procedure is a drawback for home-care applications. In a different approach,
an electrophoretic immunoassay was designed and developed for monitoring the concentration of salivary
CRP, IL-6, TNF-a, and MMP-8 [28]. The developed biosensor was capable of examining patient saliva
with sample volume of 10 L within 10 minutes. Similar to a conventional electrophoresis technique, the
system separated molecules by their size and electrical charge through the application of electrical current.
Despite its rapid measurement capability, the low accuracy and complicated operation of the system made
it inadequate for daily application. Yee ef al. has introduced a colorimetric immunoassay for the recogni-
tion of MMP-8 and MMP-9 in human saliva of periodontal disease patients [29]. In this work, antibodies
were injected through a controlled flow and the sample was placed on the sensing area for the biomarker
concentration detection through luminescent quantification technique. The setup required a microscope for
measurements, revealing its inability for portable applications at home-care.

The following points have been highlighted thorough literature study, which need to be considered for

the diagnosis and classification of COPD in a PoC environment:

1. Patient perception of the disease and symptoms merely related to lung function decline are not the

best markers for the early recognition of lung destruction during COPD.

2. Considering the enormous crossover between respiratory symptoms and objective diseases, clinical

correlation remains of paramount importance, regardless of the intended diagnostic technique.
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3. The simplicity, low price, testing time, sample volume, accuracy, and sample preparation require-

ments are vital points, which need to be taken into consideration for designing PoC diagnostic tools.

2.3 Treatment

Smoking cessation is considered as the initial step for the treatment of COPD, since it slows down the
process of lung function decline in patients. Several studies have reported significant improvements for
patients’ FEV; decline over a 5-year period of smoking cessation. In addition, smoking cessation is of
ultimate benefit for reducing the mortality of COPD, regardless of the disease severity stage. Although
this benefit might root in cardiovascular mortality reduction rather than an effect on respiratory-related
mortality, the overall benefit to patients remains the same [34]. Similar to smoking cessation, decreasing or
eliminating exposure to biomass or other lung-irritant agents is also of significant impact for the treatment
of non-smoking-related COPD patients [35].

Several studies have scrutinized the efficiency of bronchodilator therapy such as tiotropium for treating
COPD patients [36]. It has been shown that the inhaled bronchodilators with or without inhaled corticos-
teroids improve patient outcome by limiting the FEV; decline and reducing the disease exacerbations. As
an example, a study called Towards a Revolution in COPD Health (TORCH) has investigated the effect
of inhaled salmeterol and fluticasone, either alone or in combination, in patients with moderate or severe
COPD [37]. This double-blind placebo-controlled trial showed the efficiency of these prescribed treatment
for reducing the FEV; decline in patients and resulting in fewer acute exacerbations.

As a different approach, anti-inflammatory drugs have been identified for benefiting patients with severe
COPD as a steroid-sparing therapy [1, 38]. For instance, a recent trial of high-dose N-acetylcysteine in
patients with stable COPD has shown significant reduction in the disease exacerbations and remarkable
improvements in the spirometric measurement of small-airway function, without any significant adverse
effects [38]. N-acetylcysteine is a well-established drug for the treatment of pulmonary fibrosis, which is
known to have both mucolytic effects and anti-inflammatory—antioxidant properties with notable clinical
benefits for the prevention of contrast-induced nephropathy and COPD.

In addition to conventional therapies, pulmonary rehabilitation has shown to be beneficial for patients

with moderate-to-severe COPD, improving their exercise capacity and health-related quality of life [39,40].
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Although, further investigations are necessary to confirm these findings, counseling patients to increase
physical activity should likely be an essential component of their therapy for the effective management of

newly diagnosed COPD cases.

2.4 EU Medical Device Approval Regulation

According to the regulatory approval process for medical devices in European Union (EU), a medical device
is defined as an instrument, apparatus, implant, in-vitro reagent, or any similar article which can be used
for diagnosing, preventing, or treating diseases and medical conditions [41,42]. Example of such devices
include simple devices such as disposable gloves, thermometers, or tongue depressors as well as advanced
instruments used for conducting medical testing, surgical operations, or implants.

The current EU system is governed by three European Commission (EC) directives:

1. Medical Device Directive (MDD): Covering variety of devices such as heart valves, orthopaedic

implants, and medical software.

2. In-Vitro Diagnostic Directive (IVDD): Inclduing devices used for the examination of bio-specimens
taken from the human body such as blood-glucose self-testing strips and pregnancy self-testing de-

vices.

3. Active Implantable Medical Device Directive (AIMDD): This category of devices require external

power sources for their function like pacemakers and implantable defibrillators.

General guidelines for approval are laid out in these EC directives, but the final approval systems are
coordinated within each country. A medical device manufacturer, seeking to market a new medical device
in the EU, selects a proper Competent Authority (CA) within their zone for certifying the new device
application. According to the device classification, the CA requests certain materials (e.g. a literature
review or clinical data) and performs a quality assessment on the manufacturing process. Upon satisfactory
review and approval, a regulatory certificate would be awarded for the device, enabling its access to the EU
market [41].

Classification of medical devices through EU regulations is a risk-based system, taking into account the

vulnerability of human body to the potential risks associated with the intended device [41]. According to the
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Annex IX of the European framework directive, there are four classes of medical devices: Class I, IIa, IIb
and III. The medical devices of Class III hold the highest risk with a permanent monitoring requirement for
their lifetime duration. Such devices are, as examples, cardiovascular catheters, aneurysm clips, hip joint
implants, prosthetic heart valves, and vascular stents. The Class I devices pose the lowest perceived risk to
human and depending on their function and sterilization requirements their assessment and approval process
differs. Example of such devices are personal protection Kkits, stethoscopes, corrective glasses, non-sterile
wound dressings. Medical devices of Class Ila could be such as surgical gloves, hearing aids, diagnostic
ultrasound machines, lancets, and tracheal tubes. This category usually constitutes low to medium risk to
users. Patients should use them for a short-term period, any less than 30 days. Similarly, medical devices
categorized as Class IIb pose medium to high-risk to their users and are intended for applications longer
than 30 days. These devices include long-term corrective contact lenses, surgical lasers, defibrillators,
intra-ocular lenses, and surgical lasers. The determination of these classes are performed through various
criteria such as the duration of device contact with the user’s body, the degree of invasiveness, part of body
contacted by device, active vs. non-active functionality of the device, the intended use for the introduced
device. Among these criteria the duration of time factor ranges from less than 60 minutes (Transient) to
less than 30 days use (Short-term), while more than 30 days represents a device with long-term use. In
addition, the degree of invasiveness is determined whether a device is implantable or surgically invasive or
non-invasive, and whether it has an application to body surface or an orifice.

Figure 2.4 demonstrates the basic steps for the EU medical device compliance. The overall registration
process varies in terms of timeline, complexity, and cost for different classes [42]. The approval time for
registering different classes might take 3 to 9 months depending on the device, while the validity of the
issued certificate is for a 3-years period regardless of the device’s risk class. As a result, a post-market

surveillance and vigilance is required for all medical devices sold in the EU.

2.5 System Design Specifications

The World Health Organization (WHO) has defined following criteria as a benchmark for identifying the
most appropriate diagnostic tests for resource-constrained settings such as in PoC: Affordable, Sensitive,

Specific, User-friendly, Rapid and robust, Equipment-free and Deliverable to end-users (ASSURED). The
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Medical device registration process in the EU

Identification of directives and regulations appropriate
for the intended device.

Classification of the device according to the MDD
Annex IX.

Preparation of a technical file or design dossier,
demonstrating the compliance with MDD 93/42/EEC.

Appointing an authorized representative and
evaluating the submitted dossier by a competent
authority.

Preparation of the declaration of conformity and
affix confirmation label on the device.

Figure 2.4: Basic steps to EU compliance [41].

ASSURED criteria were proposed for the proper design of PoC diagnostic devices, where laboratory in-
frastructure is weak. Therefore, following these criteria is necessary for developing a diagnostic device
for analyzing saliva and sputum biomarkers near, or at, the point of patient care. Point-of-care testing can
significantly improve the COPD management process by optimizing treatment decision-making, avoiding
referrals, increasing the efficiency of care, while reducing the ultimate costs. Nevertheless, the ASSURED
criteria are generic and need to be adapted to each diagnostic application. Therefore, a list of the most

important design requirements for the COPD recognition is provided as follows:

* Intended Use: As a design requirement, it is necessary to take into account whether a biosensor is
intended to be used for diagnosis, disease monitoring, or verifying a cure presence. In addition,
the nature of the condition, whether it is an acute or chronic infection, affects the life cycle and
maintenance of the system. Furthermore, for specific applications, where cleaning and sterilization
is not possible, it is necessary to design disposable biosensors. The biosensor in this work is intended

to be used for the rapid detection and recognition of chronic COPD in a PoC environment for several
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usage following a cleaning procedure with ethanol. Therefore, the developed system needs to be
portable, light-weight, easy to operate, clean, and maintain, durable with a sustainable battery-life or

simple power method like USB.

* Operational Setting: The COPD detection system is intended to operate at a PoC or near-patient
setting, though its application for professional use in a central laboratory is not necessarily restricted.
Therefore, various points such as self-collection of samples, self-testing, self-calibration, end-result
analysis, and self-cleaning need to be considered for designing the system. Proper cleaning of the
biosensor is crucial for providing accurate results, while preventing any contamination. Ethanol and

running water are two most common materials for cleaning medical devices at PoC environments.

» Test Type: It is important to take into account whether the test should be quantitative or qualitative.
In addition, type of biomarkers which need to be detected such as enzymes, antibodies, and whether
it is a single analyte or a multiple analyte which will be investigated. The intended biosensor for the
COPD recognition needs to provide quantitative results for characterizing biomarkers in body fluids
such as saliva. However, the output of the system could be a qualitative result for the end user for
simplifying the operation and providing more meaningful outcome. The biomarkers intended to be
monitored in this work are the mechanical (viscosity) and electrical (permittivity) characteristics of

saliva samples, as an indicator of COPD progress.

* Cost: The system is intended to be used in low- and middle-income countries by end users. Therefore,

low cost of the system is of great importance for its affordability by a larger population of patients.

* Customer: The end-users of this technology are either patients with COPD or primary health-care
workers. In specific cases such as disease control centers at airports, trained laboratory technicians
could also benefit from such a PoC sensing device. However, simple operation of the device and

ready-to-understand results, provided by Al techniques, are important for general users.

* Specimen Type: Various body fluids and specimens can be used for PoC testing including oral fluid,
cervical swab, respiratory tract fluids (sputum), nasal swab (self-collection), urine. For the tech-
nology introduced in this work, saliva has been chosen as the target specimen considering its non-

invasiveness and simplicity to obtain on daily-basis.
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* Performance: Although a PoC device is merely intended to be used for monitoring a medical condi-
tion and not providing a laboratory-comparable diagnosis, the high accuracy and repeatability of the

provided results makes it a reliable technology for primary-care.

* Ergonomic: Considering the application of the system in a home-care environment, the device need
to be made out of biocompatible materials with a comfortable shape without sharp edges. In addition,

the portability of device and its light weight is extremely important for such applications.

* Manufacturing: Fabricating the packaging of a device in several pieces simplifies its design process
and reduces the overall housing costs. In addition, by taking advantage of novel rapid prototyping

methods such as 3D printing, building innovative models in a less time-consuming manner is feasible.

* User-interface The considered system interface is required to be user-friendly in order to allow the
easy operation of the system by users, while providing meaningful testing results for its intended
application. In addition, possibility of accessing biosensor results through a personal computer would
enable recording system measurements in a long-term use and providing a better overview of patients’

progress for physicians.

* Al-compatibility: Implementation of Al-based analytical techniques is extremely important for pro-
viding real-time and meaningful results for end-users in a PoC setting. Al-based approaches en-
able the better management of chronic and degenerative conditions and faster prediction of citicial-
emergency health conditions. However, limitations of cloud-based techniques in terms of data safety

and edge-compatibility are required to be addressed using neuromorphic technologies.

* Robustness: Robustness of the system has to be considered for different factors. Temperature de-
viations is one of the main sources of error in PoC technologies, therefore, the developed system
needs to be resilient against temperature fluctuations. Furthermore, considering the Al-compatibility
of the device for providing advanced analytics for end users, it is important to design robust data
transmission techniques for short- and long-range connections. Moreover, securing sensitive medical
data against malicious attacks is of great importance for patient privacy. Neuromorphic computing-
based platforms can be used for addressing these concerns, while making the system further resilient

against data leaks and possible technical errors.
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2.6 Design Objectives and Overview

As thoroughly discussed in the literature, recognition of COPD at its early stages plays a pivotal role for
the effective treatment of the disease and the coherent prevention of its life-threatening exacerbations. In
addition, the early detection of COPD along with pulmonary rehabilitation and smoking cessation can pos-
sibly benefit patients by arresting their disease progress and lung function decline. Nevertheless, since the
integration of conventional COPD diagnosis methods such as spirometry or CT scan with PoC medical de-
vices has been hindered, approaching alternative paths such as salivary biomarker detection has been highly
promoted. However, considering the low concentration of protein biomarkers in saliva, this thesis aims to
investigate the mechanical (viscosity) and electrical (permittivity) properties of saliva for the recognition
of COPD in a home-care environment. As a result, following chapters will describe the design and de-
velopment of a CMOS-based permittivity biosensor for the dielectric characterization of saliva samples of
COPD patients in a PoC environment and its integration with neuromorphic-compatible machine learning
techniques for the real-time analysis of acquired data on-chip. As the first step, Chapter 3 investigates the
biosensor development process and its initial and latter performance assessments using controls and clini-
cal saliva samples, respectively. Subsequently, implementation of various machine learning techniques for
biosensor output analysis and COPD subjects recognition is discussed in Chapter 4. As a following step,
Chapter 5 presents the hardware implementation of the proposed machine learning models on a memris-
tive neuromorphic platform for the on-chip replication of analytical methods and for the post-processing of
biosensor data in a secure way. Chapter 6 reports further potential applications of the proposed technology
in biomedicine such as the on-chip detection of epileptic seizure in PoC. The final chapter of this thesis,
Chapter 7, discusses the concluding remarks and contributions of this thesis and highlights future directions

and potential applications of the technology.
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Chapter 3

Biosensor Development

3.1 Design and Fabrication of a BICMOS Dielectric Sensor for Viscosity

Measurements: A Possible Solution for Early Detection of COPD

Viscosity variation of sputum is a common symptom of the progression of COPD. Since hydration of the
sputum defines its viscosity level, dielectric sensors could be used for the characterization of sputum sam-
ples collected from patients for early diagnosis of COPD. In this section, a CMOS-based dielectric sensor
for real-time monitoring of sputum viscosity is introduced. A proper packaging for the ESD-protection
and short-circuit prevention of the sensor was developed. Performance evaluation results show that the
radio frequency sensor is capable of measuring dielectric constant of biofluids with an accuracy of 4.17%.
Integration of this sensor into a portable system will result in a hand-held device capable of measuring
viscosity of sputum samples of COPD-patients for diagnostic purposes, which will be investigated in the

next section. This section of the chapter is based on reference [1].

3.1.1 Introduction

COPD is one of the leading causes of death among developed countries [2]. Although studies suggest that
early diagnosis could effectively decrease the mortality rate of COPD, many patients go undiagnosed until
late stages of their disease [3]. Abnormal sputum, infection, and bronchial spasm are three main syndromes

of chronic bronchial disease. Sputum specimens contain saliva, serum transudate, and glycoproteins. Mu-
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cus glycoproteins (mucin) are good mediums for bacterial growth and are responsible for viscous properties
of mucus. As a result, characterization and rapid screening of mucus could be used for early diagnosis of
COPD [4]. Since muco—protein content and hydration of the sputum determine its viscosity level, mon-
itoring viscosity of sputum collected from a patient could provide useful diagnostic information for the
disease [4,5].

Recent advancements in developing viscosity sensors for biofluids are discussed in [6]. A wide range of
commercially available viscometers were designed based on piezoelectric sensors. For example, Microvisk
(Microvisk Ltd, Oxfordshire, UK), a commercially available viscometer, analyzes glucose concentration in
blood for Point-of-Care (PoC) applications using Micro Electro Mechanical Systems (MEMS). Similarly,
various research-oriented viscometers have been developed for blood analysis or coagulation monitoring
using the MEMS technology [6—8]. The key principle of these piezoelectric-based viscosity sensors is based
on the deflation of their piezo material-based cantilevers or beams when they are exposed to the viscous
fluid. Deformation of these structures generates an electrical output depending on their readout mechanism.
As a result, the generated electrical output indicates viscosity of the fluid exposed to the sensor. Although
MEMS-based sensors are one of the most well-established sensing technologies, some drawbacks restrict
their application for viscosity measurements. The main disadvantage of these sensors is the resetting of their
cantilevers back to the original position, causing calibration and accuracy issues. Moreover, the viscous
nature of the sensing fluid causes a considerable amount of damping on the cantilever vibration, impairing
sensor’s function. Furthermore, there is a significant amount of coupling between the fluid flow and the
cantilever vibration that influences acquired results from the sensor. In addition, existing amount of drift
in these sensors questions their reliability for long term operations [8]. In a work by Cakmak ef al, a
MEMS-based viscosity sensor was developed on a Complementary Metal Oxide Semiconductor (CMOS)
platform. Although miniaturization of the system reduced damping effects and fluid flow rate, no significant
improvements in terms of sensor accuracy or drift were achieved [9]. As an alternative technology, a
pressure-based viscometer was developed for measuring blood glucose levels [10]. The needle-type glucose
sensor consisted of two hollow fibers in which the viscous fluid was pumped up with a constant rate of 5
pL/h. In this design, two pressure sensors were placed at both ends of fibers and the pressure difference
created by flow determined the viscosity of the sample fluid. Apart from innovative design of the sensor,

its long response time (5 to 10 minutes), low resolution, and limited accuracy made its clinical application
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unacceptable [10]. In contrast, optical biosensors are known as a well-established modality capable of
providing accurate results for clinical applications [11-14]. However, they suffer from a few disadvantages
for PoC applications such as high power consumption, high cost, large sample volume requirements, lack
of portability, operation complexity, and incapability of label-free measurements. Alternatively, Kuenzi et
al designed and developed a magnetically actuated rotational microviscometer [15]. The generated viscous
friction by the fluid on the rotating magnet affected its rotation speed and angular position which were
recorded for viscosity measurements. Although the system was able to provide accurate results, its bulky
size limited its use for real-world PoC systems [15].

Silicon-based technologies such as CMOS provide countless advantages for PoC and Internet-of-Things
(IoT) applications such as miniaturization, portability, high accuracy, reliability, low cost, high noise immu-
nity, low power consumption, and complete integration with Lab-on-Chip (LoC) systems [16]. Due to these
advantages, CMOS-based dielectric sensors have been used in numerous biological applications such as mi-
croorganism detection and characterization, neuronal activity detection, dielectric spectroscopy for medical
diagnosis, and disease detection [17-19]. Developed biosensors detect and characterize biological targets
based on their intrinsic properties or biochemical reactions. These biological parameters include biomark-
ers, biomolecules, proteins, DNA, pathogenic organisms, hormones, medical analytes such as glucose, and
medical parameters like blood pressure [18, 19]. For example, CMOS-based electrochemical sensors have
been designed and developed for DNA detection and characterization [20-22]. In these works, Interdigi-
tated Capacitors (IDC) were used to determine biochemical properties of DNA molecules. An IDC sensor
is a parallel-plate capacitor whose electrodes are positioned horizontally to provide a single sided access to
the Material-Under-Test (MUT). In other words, dielectric constant (relative permittivity) of the MUT de-
fines capacity of the IDC [23]. IDC-based sensors have been used in various studies to detect the dielectric
constant of organic fluids as well as characterization of biological cell suspensions [24,25]. It is noteworthy
that the relative permittivity is a frequency-dependent complex number that represents characteristics of a
medium in an interaction with electromagnetic fields. Real part of the permittivity is known as dielectric
constant, which represents the amount of energy absorbed by a material from an electromagnetic field.
For medical applications, measuring real part of the permittivity is useful for medium characterization like
estimating glucose concentration or determining ratios of specific mixtures. On the other hand, imaginary

part of the permittivity reflects a material’s energy loss to an external electric field. For example, conduc-
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tivity of a material (which is a feature used for detecting the ratio of dead sperms during semen analysis) is
correlated to energy loss [26]. Over recent decades, researchers have investigated the correlation between
dielectric properties of biological samples (e.g., blood) and specific diseases at microwave frequencies [27].
It has been shown that biomolecules and biocells existing in analyzed biological samples provide different
dielectric characteristics for subjects with diseases compared to healthy ones [19]. The same concept is
applicable for sputum samples collected from patients diagnosed with COPD, as previously mentioned. At
different stages of COPD, viscosity of sputum varies due to its hydration change. Since dielectric constant
(permittivity) of sputum is correlated to its hydration, it is possible to characterize viscosity of sputum by
measuring its dielectric constant.

In spite of aforementioned advancements in developing biosensors for various PoC applications, a re-
liable technology for early diagnosis and monitoring of COPD is still missing. Considering the fact that
viscosity of sputum samples collected from a COPD diagnosed patient is a reliable indicator of the dis-
ease presence, development of a portable viscometer capable of providing real-time measurements with
high accuracy and resolution is significantly important. Therefore, the objective of this step of the work
was to design and develop a CMOS-based dielectric sensor for real-time viscosity characterization of con-
trols such as ethanol, methanol, and isopropanol. This step aimed at identifying shortcomings of previous
prototypes and develop a newer generation of the dielectric sensor with a proper packaging and improved
accuracy [28,29]. Future integration of this biosensor into a medical device can be used for early diagnosis
of COPD through viscosity characterization of sputum. The working principle of the intended sensor is
based on dielectric measurement of the MUT using capacitance sensors mounted on a CMOS platform.
Capacitance changes of the sensor affects the free oscillation frequency of the LC resonant tank which
would be used for the readout mechanism. Operating frequency of the sensor is chosen to be in the range
of 10-30 GHz, where permittivity of water is considerably high compared to other existing biomaterials in
sputum [18]. Due to the existing permittivity contrast in the mentioned frequency range, a better Signal-
to-Noise Ratio (SNR) is expected. In addition, a high frequency sensor has generally a small-sized chip
which significantly reduces sample volume requirements. Furthermore, the mentioned frequency range
provides the most accurate results for dielectric sensing applications considering the fact that the unde-
sired parameter-dependent dispersion mechanism of biological cells, which exists in low-frequency ranges,

has negligible effects on the sensor functionality. On the other hand, based on the single Debye’s relax-
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ation mechanism, dielectric permittivity of water decreases after 17 GHz making extremely high frequency

measurements inadequate for the intended application [18].

3.1.2 Materials and Methods
3.1.2.1 First Generation of the Sensor

A first prototype of the CMOS-based dielectric sensor for the detection of viscosity changes in sputum—
mucin was presented previously [28, 29]. Details of this prototype along with its modified version are

presented below.

Sensor Design and Operation Principle: A CMOS-based Radio Frequency (RF) dielectric sensor for
the characterization of sputum-mucin was designed and manufactured, as shown in Figure 3.1(a). The
sensor was fabricated through standard 250 nm SiGe:C BiCMOS technology of IHP (IHP, Frankfurt/Oder,
Germany) and operated at a frequency of 12 GHz. The working principle of the sensor was based on
measuring dielectric constant of liquid samples in order to characterize their viscosity. For this purpose,
planar IDC sensors were coupled with inductors forming an LC resonant tank for the CMOS oscillator, as
shown in Figure 3.1(b). Capacitance of the IDC varied based on dielectric constant of the MUT, leading to
a change in the oscillation frequency. As a result, frequency changes of the oscillator indicated the viscosity
variation of the MUT.

Although the developed sensor proved the practicality of the concept of viscosity characterization us-

ing dielectric sensors, its susceptibility to Electrostatic Discharges (ESD) made handling of the system

RFSMA J(b)
connector

(a) DC connectors

Sensor chip Test board

Figure 3.1: (a) First generation of the dielectric sensor, (b) sensor chip showing IDCs and inductors embed-
ded in a CMOS oscillator [28,29].
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Figure 3.2: (a) ESD-protection elements mounted on the PCB, (b) modified chip with a larger sensing area
coverage.

problematic. As a result, ESD-protection diodes (ESD9B, ON Semiconductor, CO, USA) and capacitors

(0603 X5R:EIA, Murata Manufacturing Co., Nagaokakyo, Japan) were mounted on a Printed Circuit Board

(PCB) in order to reduce the impact of ESD distortions on the sensor functionality, shown in Figure 3.2(a).

In order to increase the accuracy and sensitivity of the sensor, a new chip with a larger sensing area coverage

(with wider IDC elements) was designed, as demonstrated in Figure 3.2(b). Details of the circuit design is

available in [28-30].

Sensor Performance and Required Modifications: The sensor was initially calibrated using ethanol,
methanol, acetone, and isopropanol with known permittivity and viscosity values. Following sensor calibra-
tion, two sets of experiments were performed to evaluate the sensor. First, two solution mixtures (glycerol—
water and glycerol—ethanol) were characterized with varying water and ethanol contents in order to obtain
different permittivity and viscosity values. Second, sensor performance was validated by characterizing
permittivity of three different biological liquids including: human serum, human saliva, and sputum—-mucin
clot. The sensor provided an oscillation frequency change of 200 MHz for a change of 60% in sputum—
mucin viscosity. Details of assessment methods and its results are available in [28,29].

The first prototype of the sensor provided promising results and proved the feasibility of the method for
measuring viscosity of biological samples using dielectric sensors. However, a few limitations associated

with the system restricted its use in real-world applications. These issues are as follows:

1. Even though RF output of the first-generation sensor was useful for conducting pilot experiments

and evaluating system during preliminary studies, its numerous drawbacks made it an unfavourable
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choice for out-of-the-lab applications. The main drawback of the RF output was the necessity of
having costly and bulky spectrum analyzers for signal acquisition which is an unrealistic intention
for the development of PoC devices. In addition, RF signal is generally very sensitive to external

distortions which causes a considerable amount of noise on the sensor outcome.

2. Due to the lack of an adequate packaging, the sensor was extremely susceptible to ESD-caused dam-
ages. As a consequence, handling system during wire bonding process, soldering of PCB elements,
and running experiments were significantly inefficient and complicated. Moreover, spreading of
conductive liquids on the PCB surface, especially during the characterization of biological samples
containing water, caused sensor to short-circuit. Hence, a proper packaging for ESD protection and

short-circuit prevention of the system was required.

3. Considering the inhomogeneous nature of biological liquids, including mucin and saliva, a series of
sensing elements were required to increase the overall sensing ability of the system and improve its

repeatability.

4. Since the sensor measures dielectric constant of a sample, electrical features of a sample determine
the sensor outcome rather than its mechanical features. For instance, increasing the concentration of
ethanol in an ethanol-glycerol mixture decreases both permittivity and viscosity of the mixture. Con-
versely, increasing the concentration of water in a water-glycerol mixture increases permittivity of
the mixture while decreasing its viscosity. Thus, measured permittivity for a given viscous sample is
dependent on constituents of that sample. In other words, it is only permittivity of the solution which
is detected by the sensor rather than its absolute viscosity values. This is due to the fact that there is
no direct mathematical correlation between viscosity and any electrical quantity. Consequently, dif-
ferent calibrations are required based on intrinsic characteristics of tested samples. This issue causes
calibration complexity and makes the viscosity detection of unknown samples impractical. There-
fore, a more reliable calibration and validation method is necessary to improve sensor outcome. For

this purpose, direct calibration of the sensor using a commercialized viscometer is recommended.

A second generation of the sensor prototype was designed and developed in order to address these

shortcomings, as presented in the following section.
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Figure 3.3: (a) Sensor oscillator circuit [31], (b) second-generation chip with a quadruple-sensor configu-
ration, (c) integration of the DC readout circuit and sensor on the CMOS platform [32], (d) test
board of the second-generation dielectric sensor with DC inputs and outputs.

3.1.2.2 Second Generation of the Sensor

Functioning on the same sensing principle as the first prototype, a new version of the sensor for the de-
tection of dielectric constant changes due to viscosity variations of sputum-mucin was developed, Figure
3.3. Capacitive elements were coupled with inductors to define the oscillation frequency of the resonator
component. In this design, capacitive elements are a pair of microstrip open-stubs with an electrical length
below the quarter-wavelength of the sensor operation frequency, as shown in Figure 3.3(a). The operation
frequency of the sensor is in the range of 30 GHz, which results in a high SNR [18]. Similar to the previous
sensor, 250 nm SiGe:C BiCMOS technology of IHP was used to fabricate the sensor. Limitations of the

first prototype were addressed in order to improve the sensor functionality.

Sensor Design and Functionality: As shown in Figure 3.3(b), the second generation of the sensor with
a 9.2 mm? chip size was designed and fabricated. The larger size of the chip, compared to previous gener-

ations, is due to two reasons: quadruple-sensor design for the detection of inhomogeneous samples, Figure
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3.3(b)—the full integration of the complementary readout circuit and the sensor on the CMOS platform,
Figure 3.3(c).

Unequal dispersion of inhomogeneous fluids over sensing area of the first generation of the sensor led
to poor repeatability. In order to address this issue, four analogous sensors were integrated in a quadruple
design to increase the sensing area in contact with MUT and to reduce sample dispersion effects on sensor
measurements, as shown in Figure 3.3(b). Despite having four sensors, the chip consumes 80 mW power
which makes it an appropriate technology for PoC devices.

The readout mechanism for the new generation of the sensor was modified to eliminate noise caused
by the RF output. As demonstrated in Figure 3.3(c), a frequency discriminator was implemented into the
sensor readout circuit to convert RF information into a DC output. Subsequently, a power detector was used
to extract the output power. Therefore, DC signals corresponding to the sensor oscillation frequency were
generated as system output. Figure 3.3(d) illustrates inputs and outputs for all four sensors. Two DC inputs
of 2.5 V are required for system power source. On the other hand, each sensor provides two DC outputs
in a range of 0—1 V for real and imaginary parts of the measured permittivity, as shown in Figure 3.3(d).
Further details regarding circuit design are available in [31, 32]. Using DC inputs and outputs, amount
of perturbation on the system was diminished and the sensor performance was significantly improved. In
addition, low power consumption of sensors and ease of handling DC signals made the integration of the
whole system into a compact portable device possible. Packaging process of the system is described in the

following section.

System Packaging: Figure 3.4(a) illustrates packaging of the sensor, which was fabricated using a 3D
printer at IHP (Keyence Agilista-3200W, Keyence Co., Osaka, Japan). A droplet reservoir was considered
for packaging design for holding liquid samples, as shown in Figure 3.4(b). A medical grade biocompatible
and electronics-friendly glue (Loctite M-21HP, Henkel AG & Company, KGaA, Dusseldorf, Germany) was
used to seal the droplet reservoir thoroughly, as shown in Figure 3.4(c). As a result, short circuit of the
sensor due to spreading of conductive liquids on the chip surface was prevented. Additionally, bond wires
were covered by a non-conductive biocompatible glue (TNP0400, Kyocera Corporation, Kyoto, Japan)
to protect them during assembling packaging and testing samples. Figure 3.4(d) illustrates the remaining

sensing area for sample measurements after the gluing process.
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Figure 3.4: (a) The sensor packaging, (b) droplet reservoir, (c) sealing of the reservoir for prevention of
liquids spreading, (d) remaining sensing area after the sealing step.

ESD damages caused by direct contact of operators’ hands with the test board during conducting exper-
iments were minimized using developed packaging. Moreover, packaging simplified the cleaning process
of the chip after conducting measurements, since using conductive liquids such as water for cleaning the
sensing area was possible. Therefore, system has become more user-friendly to handle and conduct exper-

iments.

Experimental Setup: Since dielectric constant of materials is highly temperature dependent, all experi-
ments for the sensor calibration and assessments were performed in a lab with a sustained temperature of
21° C, as shown in Figure 3.5. Considering the frequency dispersive behavior of materials, Debye-based
relaxation equations were used to calculate dielectric constants of tested materials at 21° C and 30 GHz

operating frequency of the sensor, as presented in Table 3.1 [33-36].
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Figure 3.5: Measurement setup for the sensor calibration and validation experiments.
3.1.3 Results and Discussions

3.1.3.1 Calibration

Initial measurements of sensor with no MUT features dielectric characteristics of the surrounding air. As
a result, dielectric constants of air, isopropanol, ethanol, and acetone were used to calibrate sensor for
dielectric measurements.

The quadratic regression method was used on obtained results to establish a relationship between sensor

output and dielectric constant of the corresponding material. As illustrated in Figure 3.6, the calibration

Table 3.1: Dielectric constant of utilized materials at 30 GHz and 21° C [33-36].

Material Dielectric Constant

Air 1
Isopropanol 3.08
Ethanol 4.51
Methanol 8.2

Acetone 15.4
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Figure 3.6: Fitted calibration line using the quadratic regression method. In the equation, V represents the
corresponding DC output of the sensor in volt and €;. is the dielectric constant of the MUT.

line was fitted based on calculated coefficients of the quadratic regression expression.

3.1.3.2 Performance Assessment

Following sensor calibration, experiments were performed on methanol to evaluate sensor efficacy. As
presented in Table 3.2, experiments were conducted in triplicate and dielectric constant of methanol was
calculated using the calibration equation presented in Figure 3.6. Based on obtained results, following

performance measures were calculated:

* Accuracy: calculated as the difference between actual and measured values divided by the actual

value (relative error). Total error of all three sets of measurements is reported.

* Repeatability: presented as the maximum standard deviation of errors observed during three experi-

ments.

* Hysteresis: calculated as the difference between sensor initial measurements before and after per-

forming an experiment. The highest value of all trials is reported.

* Drift: sensor output with no MUT was recorded from initiation of the system for a time period of 10
minutes. Drift was calculated as the difference between lowest and highest dielectric constant values

measured during first and last 10 seconds.
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Table 3.2: Results of the sensor verification experiments for methanol dielectric constant.

Methanol Actual Value Exp.1 Exp.2 Exp.3

Dielectric Constant (&}.) 8.2 8.82 8.14 8.65

* Noise: calculated as the difference between lowest and highest dielectric constant values acquired in

a 10 second data set with no MUT.

Functionality of the sensor to detect viscosity variation was evaluated by mixture characterization
method. Six mixtures of methanol-isopropanol, ranging from 0% methanol to 100% methanol (in vol-
umes), were prepared. Effective permittivity and viscosity values of mixtures at the working frequency of
the sensor were calculated using mixture theories [29, 31, 37]. Theoretical values of mixture permittivity
and viscosity are plotted in Figure 3.7. Sensor results for dielectric constant of mixtures were calculated
based on the sensor calibration and illustrated in Figure 3.7.

Results of experimental evaluations are presented in Table 3.3. Sensor is capable of measuring dielectric
constant of the MUT with an accuracy of 4.17% and a repeatability of 5.36%. Therefore, results of the
second-generation sensor are more reliable compared to the first prototype. Furthermore, a hysteresis value
of 2 mV was observed to have a negligible effect on the sensor measurements.

Issues related to the susceptibility of the RF signal to external distortions were addressed and a more
stable system with DC readout mechanism was developed. Therefore, level of noise existing in the system
has been remarkably reduced (1 mV) compared to the first-generation sensor. In addition, the sensor shows
a low amount of drift (5 mV) which results in a calibration consistency during long term measurements.
Low drift and hysteresis characteristics of the sensor make it a more reliable technology for real-world
applications.

Short-circuiting issues of the sensor was addressed using sensor packaging. Droplet reservoir of the
packaging was thoroughly sealed in order to prevent spreading of conductive samples on the board during

experiments. Furthermore, packaging prevented the direct contact of operators’ hands with the board for

Table 3.3: Results of performance evaluation of the second generation of the dielectric sensor.

Accuracy Repeatability  Hysteresis Drift Noise

er /(mV) 4.17% 5.36% 0.014 2mV) 0.038 (SmV) 0.006 (1 mV)
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Figure 3.7: Viscosity and permittivity variation of the isopropanol-methanol mixture with respect to
methanol content.
ESD-protection.

Quadruple design of the chip improved the overall sensing ability of the system and therefore, more
repeatable and consistent results were achieved. Further investigation to evaluate sensor performance during
characterization of inhomogeneous fluids is required.

Figure 3.7 shows variation of the viscosity and dielectric constant of isopropanol-methanol mixtures
with respect to concentration of methanol. It is shown that with the addition of methanol, viscosity of the
resultant mixture decreases due to the low viscosity of methanol. Conversely, permittivity of the solution
increases considering the high permittivity of methanol. As a result, the sensor is able to detect viscosity
variation of solutions based on their permittivity changes. However, it should be noted that it is required to
know dielectric characteristics of mixture’s constituents to be able to detect its viscosity variation. Estima-
tion of absolute viscosity values using a dielectric sensor is not feasible since there is no direct mathematical
correlation between viscosity and an electrical quantity.

Although capabilities of the system were evaluated through the characterization of control liquids with
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known dielectric constant values, a direct viscosity calibration and validation method is still missing. Our
team is currently investigating this approach using a commercialized viscometer (m-VROC, RheoSense
Inc., San Ramon, CA, USA) to correlate absolute viscosity values of saliva and sputum samples to sensor
results. However, complexity of viscosity measurements of non-Newtonian fluids make it a challenging
approach. These investigations are still ongoing.

The second generation of the sensor was able to address limitations of the previous design. Drawbacks
related to the RF output of the sensor were addressed and a portable low-cost system with a high accu-
racy and repeatability was developed. 3D-printed packaging of the sensor prevented damages previously
caused by short-circuiting and ESD. Designed sensor consisted of four symmetrical sensing elements to
eliminate effects of local concentration of particles in inhomogeneous liquids on sensor measurements.
Calibration issues with viscosity measurements caused by the indirect verification of sensor results is still

under investigation.

3.1.4 Conclusions and Future Work

In this section, the concept of viscosity measurement of sputum samples for early diagnosis of COPD using
a dielectric sensor was investigated. Two prototypes of dielectric sensors were designed and fabricated
using CMOS technology. Sensors measured permittivity variations of MUT which was correlated to their
viscosity changes. Limitations of the first prototype were identified and addressed and a newer version of
the sensor was developed. The sensor performance for detecting viscosity of liquids was evaluated using
controls and through mixture characterization method. The sensor assessment results show that the RF
sensor is capable of measuring dielectric constant of liquids with an accuracy and a repeatability of 4.17%
and 5.36%, respectively. Moreover, low amounts of noise and drift were observed during measurements,
providing reliable results for long-term medical applications. In addition, packaging of the sensor simplified
system handling during operation. The DC readout mechanism of the second prototype as well as its
compact size and low power consumption made it a suitable technology for PoC applications. Ease of
cleaning, portability, low cost, and capability of rapid detection of viscosity are among main novelties of
this biosensor for clinical applications.

As a next step, the sensor will be calibrated using a commercialized viscometer and its performance will

be evaluated during the characterization of non-Newtonian fluids. Considering the practical application of
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this sensor, providing absolute viscosity values is necessary for COPD diagnostics. In addition, the devel-

oped sensor will be incorporated into a complete hand-held device suitable for PoC and 10T applications.

3.2 Development of a Portable Dielectric Biosensor for Rapid Detection of
Viscosity Variations and Its In-Vitro Evaluations Using Saliva Samples

of COPD Patients and Healthy Control

As extensively discussed in the previous section, literature studies suggest that regular screening of spu-
tum viscosity could provide important information for COPD management. Since viscosity of sputum
is mainly defined by its mucin—protein and water contents, dielectric biosensors can be used for the de-
tection of viscosity variations by screening changes in sputum’s contents. However, the previous section
only investigated the performance of the developed biosensor on characterizing non-conductive controls.
Therefore, the objective of this section was to integrate the developed dielectric biosensor into a handheld
system for the characterization of conductive water-based mixtures and to evaluate its clinical performance
for evaluating viscosity differences of saliva samples collected from COPD patients and Healthy Control
(HC). For this purpose, a handheld dielectric biosensor, capable of providing real-time measurements, was
developed. The sensor performance for dielectric characterization of mediums with high water content,
such as saliva, was evaluated using isopropanol-water mixtures. Subsequently, saliva samples, collected
from COPD patients and HC, were investigated for clinical assessments. The radio frequency biosensor
provided high repeatability of 1.1% throughout experiments. High repeatability, ease of cleaning, low-cost,
and portability of the biosensor made it a suitable technology for its intended point-of-care application.

This section of the chapter is based on reference [38].

3.2.1 Introduction

COPD is a life-threatening lung disease affecting millions of people worldwide [39]. It has been predicted
that COPD will be the third leading cause of death in developed countries by 2030 [39]. The growth of
COPD is significantly due to increase in tobacco use (including active smoking or secondhand smoke) and

air pollution [2]. Although many cases of COPD are considered to be treatable, early diagnosis is the key
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factor in their effective prevention and control [3]. COPD is an umbrella term describing chronic lung
diseases that cause airflow constraints in lungs. The main symptoms of COPD are breathlessness, chronic
cough, and abnormal sputum production [2]. Analyzing lung capacity of patients using a spirometer is
the most common and rudimentary method for diagnosing COPD. However, sputum examination may be
required for a more accurate diagnostics and identification of bacterial infections [40]. Sputum produced
by lungs mainly consists of mucin, water, epithelial cells of airway mucosa, and salts (in physiological
concentrations). In addition, sputum could be contaminated with saliva during sampling. Since viscosity
of sputum is mainly defined by its mucin (mucus glycoproteins) and water contents, regular monitoring of
sputum viscosity could provide important information for early and fast detection of COPD [4,5]. However,
it is not feasible to obtain sputum samples non-invasively in PoC environments or from healthy controls on
a daily basis. On the other hand, saliva is easily obtainable on a daily basis, in a non-invasive manner, with
a better patient compliance. Therefore, in this thesis, it was aimed to investigate whether viscosity of saliva
samples is a proper biomarker for COPD, despite the fact that their viscosity differences are less distinct
compared to sputum samples [5,41].

A broad range of technologies have been used for viscosity measurements of biofluids in medical ap-
plications [6]. Nonetheless, commercially available viscometers are mainly designed based on MEMS. For
example, Microfluidic Viscometer-Rheometer-on-Chip (m-VROC) is a MEMS-based pressure sensor array
integrated into a microfluidic channel to measure the viscosity of Newtonian and non-Newtonian fluids. In
this device, the test fluid is loaded in a micro-syringe and pumped inside the microfluidic. The pressure
drop through the channel is measured by the sensor array and correlated to the fluid viscosity. The high
accuracy and repeatability, small sample volume requirements, and the temperature control capability of
the device make it an adequate technology for medical applications. However, its high cost, bulkiness,
and cleaning complexity limit its use for PoC applications. Similarly, Microvisk (Microvisk Ltd., Oxford-
shire, UK) is a commercially available viscometer for blood coagulation monitoring, functioning based on
MEMS technology. In this device, piezoelectric elements pulsate steadily in the sample, characterizing its
viscosity. The working principle of MEMS is based on the deflation of their cantilevers upon exposure to
viscous fluid, which generates an electrical impulse. Many advantages of MEMS, such as high sensitivity
and low cost, make them a well-established sensing technology for PoC [6—8]. However, their application

for viscosity measurements is limited due to some drawbacks. The main limitation is the coupling between
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the fluid flow rate and its viscosity, impairing accuracy. In addition, the amount of drift, caused by resetting
of sensor cantilevers back to their original position, is considerably high, which makes the calibration and
accuracy of MEMS questionable in long term. Moreover, a complicated cleaning process is required to
remove stuck biological particles, such as protein molecules, from sensor surface or capillary [8].

Apart from MEMS, other sensing technologies such as optical-sensors, pressure-sensors, and magnetic-
sensors are moderately used for viscosity characterization of biofluids. However, their bulky size, operation—
cleaning complexity, high cost, and lack of portability limit their application in real-world PoC devices [10—
15]. In contrast, silicon-based technologies such as CMOS have been widely used for the characteriza-
tion of biological samples considering their high accuracy, miniaturization, robustness, and low cost [16].
These applications cover various dielectric spectroscopy methods for medical diagnosis and detection [17—
19]. In addition, CMOS-based microorganism characterization using biochemical-biological markers is
reported in the literature [20-22,25]. As an example, Stagni et al. developed a CMOS-based capacitive
sensor for the detection of DNA molecules. In this work, the presence of DNA molecules are detected
by capacitance variations of the sensor [20]. A similar detection principle was implemented to character-
ize various biological cell suspensions in organic fluids using dielectric biosensors [24]. It is shown that
dielectric characteristics of biological samples (blood, semen, and saliva) at microwave frequencies differ
for patients with diseases compared to healthy subjects [19,26,27]. The relative permittivity (dielectric
constant) of a medium is a dimensionless frequency-dependent complex number, real (£/.) and imaginary
(¢!) parts of which represent a material’s energy absorption and energy loss, respectively, in an interaction
with an electromagnetic field [27]. Therefore, conductivity (o), which accounts for losses in a material, is

definable using the following equation:

U:O-ion+f€:{(f)a (3.1

where o, is the material’s ionic conduction and £ is imaginary part of the permittivity at the functioning
frequency of f.

Despite advancements in development of bio-viscometers, a reliable technology for screening viscosity
of sputum or saliva for rapid detection of COPD, at early stages, is still missing. Since viscosity variations

of sputum, at different stages of COPD, are caused by changes in its water and mucin contents, dielectric
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sensors could potentially be used for screening viscosity changes for rapid monitoring of COPD. Previ-
ously, the concept of viscosity measurements using dielectric sensors was investigated [1, 28, 29]. Our
previously developed BiCMOS dielectric sensor provided promising results for dielectric characterization
of compounds such as ethanol, methanol, and isopropanol as well as mixtures (i.e., ethanol-methanol mix-
ture). Additionally, dielectric characteristics of mixtures were correlated to their viscosity measures and
sensor’s capability for detecting viscosity changes was assessed [1,28,29]. However, the sensor integration
into a portable device for PoC applications and its clinical performance evaluations were missing. There-
fore, the objective of this part of thesis was to integrate our previously designed dielectric sensor into a
handheld device for rapid characterization of saliva viscosity and to evaluate its in-vitro performance for
distinguishing viscosity differences of saliva samples of COPD patients and Healthy Control (HC). For this
purpose, proper packaging of the system and development of a user-friendly interface were essential. In ad-
dition, a commercially available viscometer, with high accuracy and reliability, was required for the sensor
performance evaluations during clinical trials. The following sections elaborate upon technical design of

the device and its clinical evaluations.

3.2.2 Sensor Design and Integration

As previously reported [1], the functioning principle of the sensor is based on permittivity measurements of
the MUT using capacitive elements (or more specifically four pairs of microstrip open-stubs), as shown in
Figure 3.8(a). These capacitive elements are coupled with inductors, defining oscillation frequency of the
LC resonant tank, Figure 3.8(b). As a result, permittivity characteristics of the MUT alter the capacitance
of sensing elements, leading to a frequency shift in the resonator. As illustrated in Figure 3.8(c), frequency
information of the oscillator is converted into DC signals, using a frequency discriminator, and extracted
as sensor output for real part of the permittivity of the MUT. Moreover, output power of the oscillator was
detected using a power detector, providing information on imaginary part of the permittivity of the MUT.
The sensor chip, with a 9.2 mm? size and 80 mW power consumption, was fabricated using the 250
nm SiGe:C BiCMOS technology of IHP. The operation frequency of the sensor is in the range of 30 GHz,
where a high signal-to-noise ratio is expected [18]. This is due to the fact that, based on the single Debye’s
relaxation mechanism, permittivity of water at 17 GHz is significantly high relative to other biological parti-

cles, making 10-30 GHz frequencies the most adequate range for dielectric spectroscopy applications [18].
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Figure 3.8: (a) capacitive elements, four pairs of microstrip open-stubs, used for permittivity characteri-
zation of the MUT; (b) sensor oscillator circuit, illustrating inductors coupled with capacitive
elements; (c) DC read-out schematic, elaborating frequency discriminator and power detector;
and (d) DC inputs and outputs of the sensor chip embedded on a PCB.

In addition, the undesired parameter-dependent dispersion mechanism of biological cells, existing in low-
frequency ranges, has negligible effects on sensor measurements at its functioning frequency [18]. As
shown in Figure 3.8(d), DC readout, small size, and low power consumption of the sensor have made its
fully integration into a handheld device possible.

Figure 3.9(a) illustrates required parts for the full integration of the biosensor. The packaging of the
device was fabricated out of a transparent resin (AR-M2) using a 3D printer (Keyence Agilista-3200W,
Keyence Co., Osaka, Japan). The droplet reservoir, emplaced over the sensor area, was designed to access
the MUT, while preventing sample spread over the Printed Circuit Board (PCB). Proper sealing of the
reservoir was necessary for short-circuit prevention during handling conductive liquids, as shown in Figure
3.8(a). Further details on sealing and packaging of the sensor are available in [1]. A 1.8” display (Raspberry
PI, ST7735, SIMAC Electronics GmbH, Neukirchen-Vluyn, Germany) was used to provide measurement
results to users, as shown in Figure 3.9(b). In addition, an Arduino microcontroller (Mega 2560, SIMAC
Electronics GmbH, Neukirchen-Vluyn, Germany) was used to supply DC power inputs, in order to acquire

sensor outputs for post-processing, and to display processed results on the interface display. Portability,
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Figure 3.9: (a) Various parts required for the fully integration of the biosensor into a handheld device in-
cluding a microcontroller, an LCD display, and a 3D-printed packaging; (b) assembled device
working with a USB power supply.

ease of cleaning, low-cost, rapid detection possibility, and small sample requirements of the USB-powered

device made it a suitable technology for home-care and PoC applications.

As shown in Figure 3.10(a), a second version of the prototype, powered with four rechargeable bat-
teries (1.2 V-1900 mAh, Fujitsu Ltd., Tokyo, Japan) and a simpler user interface (0.28” LED voltage
panels, Seeed Technology Co., Shenzhen, China) was developed. Independency of this prototype from a
USB power supply makes it a suitable technology for remote applications. The laptop-shape design of the

packaging secures the sensor surface in remote—harsh environments, as shown in Figure 3.10(b).

3.2.3 Experimental Setup

3.2.3.1 Mixture Detection

As reported in the previous section, the sensor provided an accuracy of 4.17% for dielectric character-
ization of low-conductive liquids such as ethanol [1]. In addition, it was able to accurately distinguish

isopropanol-methanol mixtures with various methanol concentrations. However, considering water as the
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Figure 3.10: (a) battery-powered version of the biosensor suitable for harsh and remote environments with
a limited access to a USB power supply; (b) laptop-shaped foldable packaging suitable for
sensor-surface protection.

major component of saliva [42], it was critical to evaluate the sensor performance in characterizing conduc-

tive mixtures prior to its clinical assessment. Water is a highly conductive lossy material that impairs the

dielectric sensor’s function.

For this purpose, mixtures of isopropanol-water (deionized water), ranging from 0-100% water (in
volumes), were prepared and used for sensor performance assessments. Effective permittivity of these
mixtures at different steps were calculated using mixture theories [37]. The effective permittivity (£, )
of a binary isotropic mixture, with mixing ratios of 1 — ¢ and q for its host (the dominant content, €, ) and
guest (g,,4) constituents, is calculable using the following equation:

oty = €rg(2¢+1) +2¢, (1 — q)' (3.2)

)
2+q)+—2(1—-9q)
Er.h

Debye-based relaxation equations, for modeling the frequency dispersive behavior of materials, were
required to calculate the complex permittivity of water and isopropanol at 30 °C and 27 GHz for the operat-
ing temperature and frequency of the sensor, respectively [34-36]. The double-Debye relaxation equation,
with high accuracy for modeling materials with two dielectric relaxations, was used for the complex per-

mittivity (* = £/ — je!’) calculations, Equation (3.3).

* Es —Ehp €h — €x

R W S

(3.3)
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Figure 3.11: Sensor results for real (¢].) part of the effective permittivity of isopropanol-water mixtures
compared to its theoretical values calculated using mixture theories.

In this equation, f,; and f,o are relaxation frequencies of the material’s two dielectric relaxations.
The high-frequency permittivity limit of the material is €,; however, €5 and ¢, are representing static
permittivity and notional high-frequency permittivity limit of the lower frequency relaxation, respectively.
Calculated theoretical values for real (¢].) and imaginary (¢!) parts of the complex permittivity of these
mixtures were recorded and compared to biosensor results, as presented in Figures 3.11 and 3.12.

Figure 3.11 shows the sensor output for the real (¢],) part of effective permittivities of mixtures and their
theoretical values. It is shown that, by adding water into mixtures, both output voltage of the sensor and
dielectric constant values of mixtures increase. This is along with the functioning principle of the sensor,
since increasing the water content of mixtures (higher dielectric constant) triggers the input capacitance of
the sensor, leading to a higher output voltage. However, after the 50-50% step, water becomes the dominant
content of the mixture, stopping the sensor from functioning adequately.

The sensor outcome for imaginary (/) part of the effective permittivities of mixtures and their theo-
retical values are illustrated in Figure 3.12. Increase in the water content (higher conductivity) of mixtures

leads to a greater energy leakage and a decline in the output power of the oscillator. Similar to acquired



Chapter 3: Biosensor Development 48

Isopropanol-water effective permittivity (imaginary part)

oy
m = 0.3 [100% Isopropanol
= ® 90-10 %
>
% = 025
E 2
L 1 80-20%
.2 02
£ E _
a || 70-30 %
5 R
v a
3 o 01
S < 60-40%
re)
(o] “5 0.05
§ t 50-50 % 40-60 %
) 0
o a
v 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Calculated imaginary part of the permittivity

Figure 3.12: Sensor results for the imaginary (/) part of the effective permittivity of isopropanol-water
mixtures compared to its theoretical values calculated using mixture theories.

results for &/, the sensor stops functioning properly after the water dominance in the mixture. This is due

to the fact that, after the 50-50% step, the energy leakage in the system is so high (so lossy) that the sensor

cannot track the input changes accordingly and, consequently, the sensor output remains constant (Figure

3.12).

3.2.3.2 Clinical Evaluations

An m-VROC viscometer (m-VROC, RheoSense Inc., San Ramon, CA, USA), capable of viscosity charac-
terization of non-Newtonian biofluids, was used for sensor performance evaluations. Two groups of saliva
samples, collected from HC and COPD patients (five samples for each group), were de-frozen and prepared
for measurements, as illustrated in Figure 3.13(a). It should be noted that the sampling of saliva samples
was approved by the local ethics committee of the University of Luebeck (approval no. 16-167) and a writ-
ten informed consent was obtained from all patients. A commercialized centrifuge (Eppendorf centrifuge
5415R, Eppendorf Inc., Hamburg, Germany) was used to separate and remove particulate pallets from
saliva samples, as shown in Figure 3.13(b). The process was conducted at 4 °C and 4000 RPM for 5 min.

After the centrifugation process, the viscosity and complex permittivity of samples were simultaneously
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Figure 3.13: (a) two groups of saliva samples collected from HC and COPD patients (five samples for each
group); (b) centrifuging saliva samples for particulate pallets separation and removing.

measured using m-VROC and the dielectric sensor, respectively. Experiments were conducted in triplicate
following cleaning (using Aquet) and primary steps required for m-VROC measurements. Average values
of three measurements were calculated and reported for every sample, as shown in Figure 3.14. During
last two sets of experiments, the micro-capillary of m-VROC was blocked by particulate matters existing in
saliva (such as protein molecules). As a consequence, m-VROC viscosity results for these measurements
were inaccurate and, therefore, were excluded from calculations and the report, as shown in Figure 3.14.
Inaccuracy and unreliability of these measurements were evident considering their low r-square values,
provided for their slope-fit by m-VROC, as well as their irrelevancy with respect to the expected viscosity
range for saliva samples (1.5 mPa-s) [41].

Figures 3.15 and 3.16 show biosensor results for complex permittivity measurements of saliva samples
collected from COPD patients and HC. Real part of the permittivity indicates the energy absorption capa-
bility of these two groups of samples; however, imaginary part of the permittivity represents energy loss
differences in them. Moreover, by taking Equation (3.1) into account, imaginary part of the permittivity

(energy loss) could indicate conductivity characteristics of samples.

3.2.4 Results and Discussion

Table 3.4 presents results of the complex permittivity and viscosity measurements acquired by the di-

electric biosensor and m-VROC for COPD patients and HC. The relative standard deviation method was
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implemented on acquired results to determine repeatability characteristics of sensors. Repeatability values
of 1.3% and 1.1% were calculated for m-VROC and the biosensor, respectively.

Viscosity measurements by m-VROC provided important information on physical properties of saliva
samples of COPD patients and HC, beneficial for disease diagnosis. As shown in Figure 3.14, the aver-
age viscosity of saliva samples is approximately 0.15 mPa-s greater for COPD patients compared to HC.
However, considering this extremely small difference, it is crucial to take into account effects of mea-
surement conditions on results. For example, temperature fluctuations can significantly affect the sensor
performance. Therefore, temperature compensation methods are necessary to improve sensor accuracy for
real-world applications. Furthermore, the sample fraction from which the saliva was collected (after the
centrifugation process) determines its density level. As a result, saliva samples from different fractions
might show slightly different viscosity characteristics.

On the other hand, the developed biosensor provided valuable information on electrical properties of
saliva samples of COPD and HC groups by distinguishing between their complex permittivity values, as
illustrated in Figures 3.15 and 3.16. As shown in Figure 3.15, the average sensor output for real part
of the permittivity were shown to be 0.65 (V) and 0.58 (V) for COPD and HC, respectively. Therefore,
COPD samples provided better dielectric characteristics (energy absorption capability) compared to HC.
However, considering the biosensor results for permittivity characterization of isopropanol-water mixture
(Figure 3.11), measured values for real part of the permittivity of COPD samples are out of the expected
measurement range. This issue could be caused due to the presence of highly dielectric materials such as salt
or other biological particles in COPD samples. Therefore, further investigations from a biological point of
view are required to identify the main cause behind this phenomenon, which is out of the scope of this thesis.
As illustrated in Figure 3.16, the average sensor output for imaginary part of the permittivity of COPD and

HC were shown to be 0.071 (V) and 0.064 (V), respectively. Due to a greater energy leakage (energy

Table 3.4: Results of complex permittivity and viscosity measurements for COPD and HC patients.

Samples m-VROC Biosensor ¢/, Biosensor ¢!/
(mPa-s) (Volt) (Volt)

COPD 1.61 0.65 0.071
HC 1.46 0.58 0.064
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Figure 3.14: Results of m-VROC viscosity measurements for saliva samples of COPD patients and HC.
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Figure 3.15: Results of the biosensor measurements for real part of the permittivity indicating the energy
absorption capability of saliva samples of COPD and HC.
loss) in HC samples, imaginary part of the permittivity of these samples is lower than COPD. As discussed
in Figure 3.12, lower values for imaginary part of the permittivity are representing higher conductivity
features. Therefore, saliva samples of HC presented better conductivity characteristics compared to COPD,
which could be due to the presence of a greater water content in HC samples. Since the greater water
content of saliva represents its lower viscosity level, sensor results suggest higher viscosity values for
COPD samples relative to HC. This conclusion goes along with viscosity results acquired from m-VROC.

Although no direct theoretical correlation between viscosity (mechanical properties) and dielectric con-
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Figure 3.16: Results of the biosensor measurements for imaginary part of the permittivity represents the
energy loss differences in COPD samples compared to HC.

stant (electrical properties) of a medium exists, m-VROC and the biosensor were able to identically track

variations of these two features in saliva samples of COPD and HC. In other words, the dielectric biosen-

sor was able to detect viscosity differences between saliva samples of COPD and HC by identifying their

complex permittivity differences. However, considering the functioning principle of a dielectric sensor,

providing absolute viscosity values of these samples was not possible.

Considering the high water content of saliva and notably small viscosity differences of COPD and HC
samples, detection of dielectric constant variations in these samples requires an extremely accurate and sen-
sitive sensing technology. Therefore, modifications are required to improve the accuracy and sensitivity of
the dielectric sensor for characterization of these kinds of samples. Since the developed biosensor is able to
characterize dielectric properties of a MUT from millimeter distances, locating sensor a few millimeter dis-
tanced from droplet reservoir could potentially address issues related to the extensive energy loss caused by
highly conductive liquids such as water. However, the trade-off between sensor resolution and its distance
from the MUT need to be taken into account. In addition, using bottom fractions of the centrifuged saliva
(the high-density region with less water) for measurements could possibly improve the sensor performance.

It is noteworthy that the goal of this step was to show the feasibility of the concept in a preclinical
setting. However, further investigations, with a large number of saliva samples (preferably 50 or more),
are required in the future to show the precise and accurate trend in viscosity variations for COPD and

HC groups. Upon unavailability of clinical samples in such a large number, artificially simulated saliva
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samples could be used for these investigations. However, it should be taken into account that the spiking
volume of external substances, added for increasing viscosity of specific samples, should not exceed 5% of
the artificial saliva. In addition, it needs to be mentioned that the variability of saliva as a sample matrix,
due to various factors such as a patient’s diet, could potentially affect viscosity properties of samples and,
consequently, the accuracy of clinical assessments. Therefore, a standard operating procedure (SOP) was
implemented in our sampling method to reduce potential differences in our sample pool and in between
samples. However, viscosity differences of saliva samples cannot be the one and only parameter for de-
termining the absolute state of the disease, but a broader panel of COPD biomarkers, such as cytokine
levels and pathogen load of samples, is required for an accurate diagnosis. As a result, the low reliability
level of saliva, considering its variability, is among the main caveats of this assay procedure for clinical
assessments. On the other hand, main advantages of using saliva as a sample matrix are its availability
in PoC environments and the possibility of obtaining samples non-invasively on a daily basis. Future en-
hancements required for efficiency of the testing procedure include using artificially simulated saliva and
modifying the cleaning—calibration processes of the system for conducting large number of experiments in
a shorter period of time.

A major advantage of the developed biosensor was its capability for static characterization of non-
Newtonian liquids with no fluid flow requirements. This feature of the device made its cleaning process
relatively faster and simpler compared to microfluidic-based systems such as m-VROC, in which remov-
ing protein molecules stuck inside its capillary is very challenging and time consuming. Moreover, the
cost-effectiveness of the system, due to its simplified design and packaging, as well as its notably short
response time are among its main advantages compared to other emerging technologies. Considering these
advantages, the biosensor could potentially be used in the future for other bioanalytical applications and
biomarkers detection such as micro-organisms characterization, medical spectroscopy, glucose concentra-
tion monitoring, cerebra spinal fluid characterization, DNA detection, and sperms identification for semen
analysis.

As previously mentioned, ambient conditions such as temperature can notably affect samples viscosity
characteristics and, consequently, the biosensor outcome. However, this issue could be problematic from
a medical-diagnostic point of view. To address this issue, acquired results from the biosensor need to be

sent to a web-enabled (cloud-connected) smart device, such as a smartphone or a tablet, for further com-
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parison with available patient records. Development of diagnostic algorithms based on different ambient
conditions is essential for this purpose. Training neural networks for optimizing these diagnostic algo-
rithms using available medical records will pave the way towards an artificial intelligence-based diagnostic
method. Nevertheless, this complex method requires further investigations, which will be discussed in the

subsequent chapters.

3.2.5 Conclusions and Future Work

In this section, a dielectric biosensor was developed for the rapid detection of viscosity variations of bioflu-
ids. The sensor was fully integrated into a handheld device and provided rapid and real-time measurements
for users. Low-cost, simplified packaging, ease of cleaning, portability, and rapid detection capability of
the biosensor made it a suitable technology for PoC applications.

The sensor efficacy for dielectric characterization of water-based mediums was assessed using isopropanol—
water mixtures. The sensor showed promising results for complex permittivity characterizations of mixtures
up to a point where water dominated solutions.

In-vitro performance of the biosensor was evaluated using a commercialized m-VROC viscometer.
Viscosity and complex permittivity of saliva samples, collected from COPD patients and HC, were char-
acterized and capability of the biosensor to detect their viscosity differences was evaluated. Throughout
these experiments, COPD samples provided higher viscosity compared to HC. Similarly, greater values for
real part of the complex permittivity of COPD samples, representing their better dielectric features, were
recorded. In contrast, imaginary part of the permittivity of HC, which indicates conductivity characteris-
tics, were shown to be greater compared to the COPD group. Further investigations are required to clarify
biological causes on obtained results.

The biosensor showed promising results for the detection of viscosity differences of saliva samples of
COPD and HC through detecting their permittivity variations. In addition, capability of the biosensor to
distinguish between electrical properties of COPD and HC saliva samples, opened up a new window into
different methodologies for early and rapid detection of COPD. High repeatability of 1.1% was reported
for the biosensor, making it a reliable technology for medical diagnostics. Nevertheless, future modifi-
cations are required to compensate temperature effects on measurements and to make the biosensor more

compatible to mediums with a high water content. In addition, considering the recent trend in medical
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technologies towards the internet of things for smart healthcare systems [43, 44], the next generation of
the biosensor will be interfaced with a smartphone to enable physicians with a continuous monitoring of
the disease progress. Furthermore, by sending collected data to the cloud, it will be possible to implement
machine learning methods for precision diagnostic purposes. The next chapter of the thesis will investigate

the use of machine learning techniques for advanced analytics.
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Chapter 4

Machine Learning Implementation

4.1 Pattern Recognition for COPD Diagnostics Using an Artificial Neural
Network and Its Potential Integration on Hardware-based Neuromor-

phic Platforms

This section of the thesis presents the development of an Artificial Neural Network (ANN) model for pattern
recognition for COPD diagnosis. As discussed previously, recent advancements in healthcare devices and
availability of numerous medical data have facilitated the management of chronic diseases. In addition,
machine learning tools have made the management and diagnostic of a chronic illness more efficient by
converting collected medical data from biosensors into meaningful clinical information. However, securing
sensitive medical data, collected from patients, is still a challenging task. Hardware-based neural networks
address this data safety concern by on-chip processing of acquired data, without cloud communications.
Therefore, the presented ANN model was designed to comply with the intrinsic structure of neuromorphic

platforms for future integrations. Materials presented in this section of the chapter is based on reference [1].

4.1.1 Introduction

With the expansion of IoT and wearable technologies in healthcare, constant and remote monitoring of
patients has become a reality. Recent advances in point-of-care medical devices have facilitated the early

detection, prevention, and treatment of various diseases [2]. In addition, availability of numerous clinical
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data, thanks to medical 10T, has paved the way towards the better management of chronic disease [3]. For
example, various technologies have widely been used for monitoring blood glucose levels in diabetic pa-
tients, heart activity tracking in elderly, and gait pattern observations of Parkinson’s diseased patients [2].
However, without analytical insight, collected data from medical sensors are merely raw data with low
clinical value. For instance, in the previous section, a portable biosensor for the management of COPD
in home-care environments was presented [4]. The developed biosensor was capable to characterize the
viscosity of saliva samples for diagnostic purposes. However, viscosity properties of saliva samples is one
parameter out of various parameters which are required for COPD detection. In addition, ambient con-
ditions such as temperature considerably affect the viscosity of samples, causing diagnostic complexities.
In other words, two identical samples collected from a single patient could be diagnosed as diseased and
healthy in low and high temperatures, respectively. This issue is not a measurement error (to be addressed
using a temperature compensation sensor), but an environmental parameter affecting samples. Therefore,
various parameters including ambient conditions, patients medical background, smoking history, gender,
and age are required for the disease diagnosis. As a result, upon viscosity measurements by the developed
biosensor, a sophisticated diagnostic algorithm, by concurrent consideration of all essential parameters,
is required for the detection of COPD. Therefore, machine learning tools, or more specifically pattern
recognition methods, could make the diagnostic procedure more efficient by converting collected data from
medical sensors into meaningful clinical information. Moreover, machine learning can be used for identify-
ing diagnostic links between symptoms and diseases, which have been previously unknown, and providing
treatment plans and recommendations to the healthcare specialists. Therefore, the objective of this section
was to develop an ANN for pattern recognitions for COPD diagnosis. Nevertheless, the end goal of this
approach is to transfer the modeled ANN onto the previously developed neuromorphic platform [5]. As
reported in [5], a new learning algorithm for neuromorphic systems was implemented based on the inherent
stochasticity of CMOS integrated HfO2-based Resistive Random Access Memory (RRAM) devices. For
the implementation of the learning algorithm, the RRAM array was integrated into a mixed-signal neuro-
morphic circuit with software-based neurons [5]. The hardware-based approach provides many advantages
over the ANN such as low energy consumption. In addition, the main advantage of the hardware-based
platforms, which is the main incentive behind this approach, is the possibility of securing sensitive medical

data by processing them on-chip, without requiring any cloud communication or backend post-processing.
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Although, advantages of neuromorphic platforms for medical applications are briefly discussed at the end

of this section, the focus of this part is to present the hardware-compatible simulation model using an ANN.

4.1.2 Materials and Methods

Prior to modeling the ANN, required clinical parameters for diagnosing COPD and their respected ranges
for diseased and healthy subjects were identified. Apart from sensor measurements on viscosity of saliva
samples, the ambient temperature, patients smoking background, cytokine level, pathogen load, mucin
combinations, gender, and age are among the eight fundamental parameters required for the diagnosis of
COPD [6]. Since, at this stage of the project, actual medical records for training the neural network were
unavailable, synthetic data were generated for thousand subjects. For clinical relevancy, synthetic data for
various parameters were created with respect to reported ranges in previous studies [6-9]. For example,
patients with severe COPD have shown a lower cytokine level of TNFa compared with controls (COPD:
0-20 pg/ml and controls: 0—40 pg/ml) [7]. Additionally, viscosity of saliva was investigated to be greater in
COPD samples (1.6-2 mPa-s) compared to healthy controls (1-1.5 mPa-s) [4,8,9]. Further information re-
garding clinical parameters and their ranges for different stages of COPD is available in the literature [6-9].
By taking into account the literature information for synthesizing data, first 300 subjects were considered
as COPD diseased patients and were labeled as 3; whereas, the last 300 were chosen to be healthy sub-
jects with the label 0. Labels 2 and 1 indicated patients (200 subjects for each label) with high and low
probabilities of containing COPD, respectively. In a similar manner, 200 additional data for test subjects
were created to evaluate the ANN’s performance after training it. Generated data for train and test samples
were normalized separately, to the range of 0-1, to improve network’s performance. As shown in Figure
4.1(a), a dense ANN with a single hidden layer was modeled on the JupyterLab environment using Python
and Keras. The input layer of the network consisted of 8 neurons, considering abovementioned clinical
parameters. Considering intrinsic structure and characteristics of the neuromorphic platform (64x64 grid
structure of the memristor), a hidden layer with 64 neurons and a sigmoid activation function was modeled.
The output layer, with a sigmoid activation function, consisted of 4 neurons for four potential outcomes.
Adam optimization algorithm, with a 0.0001 learning rate, and the cross entropy error function were used
for training and optimizing network parameters. A dropout, with 20% probability, was implemented for

overfitting prevention. After modeling the ANN, generated data were fed into the network for 150 training
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Figure 4.1: (a) the structure of the ANN developed for pattern recognition for COPD diagnostics; (b) ANN
predictions for the test subjects compared to their actual status.
epochs with a batch size of 10. During training the network, 10% of the data were split for validation

purposes. The trained network was used to predict labels of the generated test data.

4.1.3 Results and Discussions

The developed ANN provided accuracies of 65% and 72% for the network and validation performances,
respectively. The synthetic nature of the generated data, used for training the network, could possibility be
the main reason behind ANN’s limited accuracy. Using actual medical records, therefore, will potentially
improve the accuracy in the future. After the training procedure, generated test data were fed into the
network for performance evaluations. The ANN was able to precisely predict the status of 112 samples
(out of 200), as presented in Figure 4.1(b). Moreover, no diseased patient was diagnosed as healthy or vice
versa, representing ANN’s reliability for medical applications.

Machine learning provides promising results for diagnosing various diseases and identifying trends in
medical data. It fills the gap between patients, in remote locations, and the medical staff by providing accu-
rate and real-time predictions on their health status or disease progress. Furthermore, it assists healthcare
professionals by recommending treatment plans and medical prescriptions. Machine learning will play a
pivotal role in the future for assisting patients with degenerative conditions, management of chronic condi-
tions, monitoring patients rehabilitation progress, and predicting critical and emergency health conditions.

Although machine learning is of a great importance for healthcare, various drawbacks and challenges of
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this approach have limited its real-world applications. The main drawback of this method is the security
risk related to handling sensitive medical data which concerns patients’ privacy. Precise security regula-
tions need to be considered for designing short-range (device to smartphone via bluetooth) and long-range
(smartphone to backend using internet) communications for transferring data from medical devices to the
backend. In addition, storage of the collected medical data in a single database increases the potential risk
for malicious attacks [2]. Furthermore, acquired data require pre-processing and data curation—compression
to comply with the broadband communications specifications, prior to their extraction from the device to-
wards the backend. Moreover, enormous computational power with significant energy consumption is re-
quired for post-processing and analyzing collected data at the backend to provide meaningful and real-time
information to users and the medical staff.

The abovementioned limitations of machine learning in healthcare can possibly be addressed using
neuromorphic platforms. A neuromorphic unit offers a hardware-based imitation of neural networks by
using actual electrical components as neurons and synapses. By bringing data post-processing from the
backend onto a chip, real-time analysis of data in a less time consuming manner with a smaller time delay
is feasible [10]. Furthermore, securing sensitive medical data on a single chip, without external commu-
nications, is far more practical. In addition, energy-efficient neuromorphic platforms are relatively better
immune against false operations and, therefore, offer a large fault tolerance for medical applications [11].
Therefore, the integration of the presented ANN model, for diagnosing COPD, on previously developed

hardware-based neuromorphic platform is a necessary step, which will be discussed in the next chapter.

4.2 In-vitro Classification of Saliva Samples of COPD Patients and Healthy

Controls Using Machine Learning Tools

As previously discussed, the accurate examination of respiratory tract fluids like saliva is a promising ap-
proach for staging COPD and predicting its upcoming exacerbations in a PoC environment. However, the
concurrent consideration of patients’ demographic and medical parameters is necessary for achieving ac-
curate outcomes. Therefore, Machine Learning (ML) tools can play an important role for analyzing patient
data and providing comprehensive results for the recognition of COPD in a PoC setting. As a result, the

goal of this section is to implement ML tools on the data acquired from characterizing saliva samples of
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COPD patients and healthy controls as well as their demographic information for the PoC recognition of
the disease. For this purpose, the previously introduced permittivity biosensor was used to characterize
dielectric properties of saliva samples and, subsequently, ML tools were applied on the acquired data for
classification. The XGBoost gradient boosting algorithm provided a high classification accuracy and sen-
sitivity of 91.25% and 100%, respectively, making it a promising model for COPD evaluation. Integration
of this model on a neuromorphic chip, will enable the real-time assessment of COPD in PoC, with low
cost, low energy consumption, and high patient privacy. In addition, constant monitoring of COPD in a
near-patient setup will enable the better management of the disease exacerbations. This section is based on

reference [12].

4.2.1 Introduction

COPD, as one of the most prevalent lung diseases worldwide, runs a perfidious course with an often long-
lasting undiagnosed initial phase. Clinical treatment approaches for COPD result in repeated clinical visits
and extended hospitalization for patients. This fact, apart from being an economical burden for healthcare
infrastructures, drastically impacts patients’ life quality. To address this issue, contemporary healthcare
systems have encouraged the development of personalized solutions, through which patients can receive
appropriate medical assistance in an outpatient clinic or a home-care environment [13].

The clinical ground truth methodology for diagnosing COPD is comprehensively reported within the
GOLD guidelines [14]. Among available screening and detection methods, spirometry pulmonary function
test is the most rudimentary and systematic method in primary care for the diagnosis of COPD. Along this
test, lung capacity of patients is measured during breathing in—out cycles [15]. According to a study by
Haroon et al., COPD is widely under-diagnosed due to the limited sensitivity of the spirometry test in the
range of 64.5-79.9% [16]. As a result, examining mucin, present in sputum or saliva samples, provides
more reliable information on the course of the disease which can be affected by bacterial infections [15].
Sputum and saliva are both mucosal secretions, their composition is affected by changes in health conditions
of individuals suffering from inflammatory lung diseases such as COPD [13, 17]. Alterations in the mucin
production during the course of COPD, which impacts the viscosity of mucosal secretions, has long been
studied [18]. In addition, the expression of aquaporin-5 has found to be decreased in some COPD patients,

affecting dielectric properties of their respiratory tract fluids [19]. The main contents of sputum, produced
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by lungs, are mucin, water, epithelial cells of the airway mucosa, and salt (in physiological concentrations).
Salt concentrations in epithelial lining fluid was investigated by Effros et al., indicating its effect on the
dielectric properties of the fluid [20]. However, a direct correlation of dielectric properties with COPD
was not stated in their work [20]. Therefore, investigating dielectric and supramolecular properties of
sputum can provide useful information for staging COPD [9]. This is due to the fact that supramolecular
properties of mucin gels are considerably affected by water content variations at different stages of the
disease [9]. Upon the entry of water into mucin’s gels matrix, there is a considerable amount of proton
release resulting from cations exchange (particularly Ca and Na), which drastically changes the dielectric
permittivity properties of mucin samples [9]. In other words, sputum samples collected from COPD patients
are expected to have different permittivity characteristics compared to samples of HC, which could be
used as a biomarker for the assessment of the disease in a PoC environment [4, 8]. However, due to the
complexities of obtaining sputum samples non-invasively on a daily-basis, saliva could be an alternative
with better patient compliance for PoC applications [21].

Although the dielectric characterization of saliva samples can potentially shine a spotlight onto the
detection of COPD in a PoC setting, the comprehensive diagnosis of the disease requires a sophisticated
algorithm by concurrent consideration of all essential parameters related to a patient’s personal and medical
backgrounds [4]. These demographic parameters include, but are not limited to, age, gender, weight,
cytokine level, pathogen load, and the smoking background of subjects [4]. Therefore, without analytical
insight, information obtained on one specific parameter has a low clinical value for the disease diagnosis [2].
As a result, implementation of ML tools is crucial for the conversion of collected raw data from subjects
into meaningful clinical-diagnostic information [3,22,23]. Furthermore, advanced ML analytics could
make the management of COPD in PoC applications more efficient. Therefore, the novel hypothesis of this
part of the thesis was to scrutinize whether dielectric properties of saliva change upon the development of
a COPD; and whether ML tools, applied on this information together with demographic parameters, can
identify the diagnostic status of patients.

Among various ML classifiers, Artificial Neural Networks (ANNs), Support Vector Machines (SVMs),
principal component analysis, Logistic Regression (LR), eXtreme Gradient Boosting (XGBoost) algo-
rithm, and Naive Bayes (NB) are among the most common models used for the classification of medical

data [24-27]. Although ANNs generally provide acceptable performance for classifying data, their sensitiv-
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ity to outliers— especially in small datasets—causes overfitting issues, thus degrading their accuracy [28].
On the other hand, non-perceptron classifiers such as XGBoost or SVM are less prone to overfitting and
less sensitive to outliers, thus performing notably better in applications with a small-sized dataset. In addi-
tion, unlike ANNSs, non-perceptron classifiers are computationally more efficient since their computational
complexity does not depend on the dimension of the input space, making them an appropriate tool for edge
computing applications [28]. Therefore, energy—computation efficiency of non-perceptron classifiers make
them a suitable choice for medical data classifications in PoC applications.

The objective of this section was to apply machine learning tools on the data obtained from characteriz-
ing saliva samples of COPD patients and HC for diagnostic classifications. This part is the extension of the
previous section, which introduced a neuromorphic-compatible ANN for COPD pattern recognition using
synthesized data [1]. However, the current part deals with real data collected from COPD patients and HC
in a clinical setting. The high performance of the XGBoost algorithm for classifying saliva samples, with
relatively a small number of data points, and its less susceptibility to overfitting made it an adequate tool
for clinical analytics. Although the presented research in this thesis targets the PoC detection of COPD in a
personalized care scheme, the introduced ML techniques can be used in the future for the enhancement of

conventional clinical-based standard of care methods, available for the diagnosis and staging of COPD.

4.2.2 Materials and Methods

Two groups of saliva samples, 160 for HC and 79 for COPD patients, were collected in the frame of a
joint research project Exasens at the Research Center Borstel, BioMaterialBank Nord (Borstel, Germany).
Patient materials were collected between November 2016 and February 2018 and were anonymized prior
to accessibility. The sampling procedure of the saliva samples was approved by the local ethics committee
of the University of Luebeck under the approval number AZ-16-167 and a written informed consent was
obtained from all patients. The COPD subjects of the study were patients who had been previously hospi-
talized in the pulmonary clinic Borstel (Borstel, Germany) and several outpatients. Therefore, the inclusion
criterion for enrolling patients into the COPD group was a diagnosed COPD without acute respiratory in-
fection, with respect to the GOLD guidelines [14]. Inclusion criteria for the healthy group were the absence
of a diagnosed COPD or asthma affections. Demographic information—including gender, age, smoking

status (smoker, ex-smoker, and non-smoker), the date of probing, sampling conditions, and special notes
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regarding the contamination of saliva with blood—were collected at the recruitment, based on patients’ self-
declarations. Saliva sampling (5 ml) after mouth wash was induced using a chewing gum (GC Corporation,
Leuven, Belgium). The collected samples were aliquoted and snap frozen in liquid nitrogen immediately
after receipt and were stored at -80 °C. To avoid frequent freeze—thaw cycles, samples were thawed and
transferred onto the sensor immediately before dielectric measurements, as recommended in standard oper-
ating procedures for keeping the integrity of human biospecimens such as saliva [29]. Although effects of
freezing and de-freezing saliva samples on their dielectric properties have yet to be investigated, all charac-
terized samples in this work have exactly gone through a one-freeze—one-thaw cycle. As a result, possible
effects of freezing samples have not been considered as a model variable for ML models. Measurements
on dielectric properties of saliva samples were conducted in-vitro at the Research Center Borstel, Leibniz

lung center.

4.2.2.1 Dielectric Characterization of Saliva Samples

Prior to measurements, saliva samples of COPD and HC (40 samples for each group) were defrozen and
centrifuged for removing insoluble matter. The centrifugation process was conducted using a commer-
cialized centrifuge (Eppendorf centrifuge 5415R, Eppendorf Inc., Hamburg, Germany) at 4 °C and 4000
RPM for a duration of 5 minutes. As shown in Figure 4.2, a previously developed permittivity biosensor
(IHP Microelectronics, Frankfurt Oder, Germany) was used for the dielectric characterization of the saliva
samples [4,8]. The output of the biosensor was extracted into an Excel file using a user-friendly data acqui-
sition (PLX-DAQ) interface, as demonstrated in Figure 4.2. It is noteworthy that calibration inconsistency
and performance degradation, caused by frequent cleaning cycles, can impair the long-term functioning of
the developed biosensor, thus restricting the sample population size which can be characterized in stable
and reliable circumstances. As a consequence, only 80 samples out of the available 239 were dielectrically
characterized in this study. As extensively reported in the previous section, the developed biosensor is ca-
pable of measuring both real and imaginary parts of the permittivity of a material-under-test [4, 8]. From
a physical point of view, real part of the permittivity represents a material’s energy absorption (dielectric
properties) in an interaction with an electromagnetic field; while imaginary part of it is an indicator of the
material’s energy loss (conductivity properties). After the sample preparation process, a droplet of 5 uL

was taken and located over the sensing area of the device. Upon the presence of a sample droplet, the output
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voltage of the biosensor notably drops from its calibration level, depending on the permittivity properties
of the introduced sample. All measurements were conducted in a lab environment with a controlled room
temperature following a primary cleaning procedure using ethanol and compressed air for the removal of
extraneous particles from the sensor surface. It is noteworthy that temperature fluctuations can possibly
impair the biosensor performance in real-world applications as part of measurement uncertainties associ-
ated with this system [4, 8]. As a solution, the ambient temperature can be introduced as an input variable
into the ML model [1]. Nonetheless, considering the consistency of the ambient temperature throughout
experiments, this parameter was not considered in this ML approach. Furthermore, uncertainties associated
with the calibration and cleaning of the biosensor need to be addressed in the future for the performance
enhancements in long-term applications. To obtain reliable results, experiments were repeated three times
for every sample and the average (for the duration of the sample’s presence over the sensing area) and
minimum values of the observed results for each experiment were recorded. Subsequently, the absolute
minimum and the overall average of the all three trials were reported for the final results of the real and
imaginary parts of the permittivity of every sample. While the average value of observations represents the
overall dielectric characteristic of a sample, the minimum value could be an indicator of the presence of
some specific suspending particles inside a sample. Further information on the working principle of the

dielectric biosensor is presented in details in previous sections [4, 8].

4.2.2.2 Machine Learning Implementation for Classifications

Data Preparation: As discussed in the previous section, the dielectric characterizations were conducted
on only 80 samples out of the available 239, due to the limited life-cycle of the biosensor. However, to
highlight the important role of demographic features in COPD detection, analysis were performed on both
datasets with and without dielectric properties. The first dataset includes information on the 80 character-
ized saliva samples (40 samples for each group of COPD and HC). The attributes of this dataset include both
the demographic features—or more specifically gender, age, and the smoking status of patients—and the
permittivity properties of the saliva samples obtained through measurements, as shown in Figure 4.3. On
the other hand, the second dataset includes only the demographic information of all 239 saliva samples with
the following attributes: gender, age, and the smoking status of patients. For computational purposes, the

non-quantitative attributes—diagnosis, gender, and smoking status—were converted into numerical values
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Figure 4.2: (a) the measurement setup demonstrating the biosensor output for the real-imaginary parts of
the permittivity of saliva samples; (b) the centrifugation process for saliva samples collected
from healthy controls and COPD patients.

using the following labels: diagnosis (COPD (1)-HC (0)), gender (male (1)-female (0)), smoking status

(smoker (3)—ex-smoker (2)-non-smoker (1)). Sections of the data, used for analytics in this thesis, are pub-

licly available at http://ieee-dataport.org/2361 [30]. To improve the performance of ML models, the first

and second datasets were normalized and standardized to the Gaussian standard normal distribution with
zero mean and unit variance, respectively, as presented in Figure 4.3. Standardization of datasets is signif-
icantly important for improving the performance of many machine learning classifiers, since the objective

function of their learning algorithm considers all attributes of a dataset to be centered around zero with a

variance in a similar order of magnitude. Data preparations and ML implementations were performed on

the JupyterLab environment using Keras 2.2.5 and Scikit-learn 0.22 libraries of Python [27].

Analytical Tools: Non-perceptron machine learning classifiers including Gaussian NB (GNB), SVM,

and LR—provided by the Scikit-learn 0.22 library [27]—as well as the powerful decision tree algorithm,
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Figure 4.3: Violin plot of the dataset attributes used for classifications, representing the Gaussian standard
normal distribution of features with zero mean and unit variance.
XGBoost [25], were used for the classification of saliva samples of COPD and HC. In addition, a dense
ANN with one hidden-layer and one read-out layer was developed for the classification of COPD and HC
samples. To replicate the intrinsic structure of a neuromorphic platform, a hidden layer with 4 neurons
and a sigmoid activation function was modeled. The read-out layer, with a sigmoid activation function,
consisted of two neurons for the two possible classes of COPD and HC. A dropout with 20% probability
was applied to the hidden-layer for the overfitting prevention. Adam optimization algorithm, with 0.0001
learning rate, and a cross entropy error function were used for training the network in the backend using the
Google Colab GPU platform. The simple architecture of the developed ANN was chosen for the integration
compatibility with the intended neuromorphic hardware. For the proposed SVM model, a radial basis
function kernel was chosen with a gamma and cost parameters of 0.1 and 1000, respectively. For the
LR algorithm, a limited-memory Broyden—Fletcher—Goldfarb—Shanno optimization algorithm was used
for the parameter estimation with a multinomial loss fit across the entire probability distribution. The

XGBoost model was fine tuned with a learning rate and random state values of 0.01 and 1, respectively. In
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addition, its number of trees in the forest was chosen as 100 with a maximum depth of 3 for every tree. A
multiclass log loss function and minimum weighted leaf fraction of 0 were chosen as recommended in its
default instruction [25]. XGBoost is an optimized distributed gradient boosting decision tree framework,
providing high efficiency and flexibility for portable applications. The parallelization of tree construction in
its algorithm leads to efficiency of compute time and memory resources, thus making XGBoost an adequate
tool for edge computing applications such as PoC diagnostic devices. All metrics and models used in this
study are available in details at https://github.com/Pouya-SZ/HCOPD.

Considering the small size of the investigated COPD data set, k-fold cross-validation method was im-
plemented for the evaluation of the models, thus preventing overfitting circumstances. Hence, relevant
tools provided at the Scikit-learn 0.22 library were used for the 5-fold cross-validation of models [27]. The
average of five cross-validation iterations was reported as the 5-fold accuracy (5-fold Acc.) performance of
models, as shown in Tables 4.1 and 4.2. Sensitivity (recall), specificity, and precision measures for models
were calculated on a single-fold iteration with the best accuracy. Since for every cross-validation itera-
tion, the dataset was split into test—train subsets with a ratio of 20-80%, the test-fraction, with unseen data
points during model training, was considered as an external validation dataset for the evaluation of models.
The sensitivity (recall) of a model was calculated as the proportion of the true positives out of all diseased
cases; while the specificity value shows the number of true negatives over number of true negatives and

false positives. Precision criterion shows the ratio of true positives over true plus false positives.

4.2.3 Results and Discussions

Figure 4.4 demonstrates a hierarchy chart, categorizing the collected saliva samples into extended sub-
groups with respect to their diagnosis, gender, and smoking status. As reported, more than two-thirds of
the COPD diagnosed subjects are male patients. Although this phenomenon could be explained consider-
ing the fact that smoking tobacco, and consequently COPD, is more prevalent among men, some studies
suggest a more complex interpretation by taking into account various gender-specific factors such as differ-
ential susceptibility to tobacco, anatomic and hormonal differences, behavioral differences, and differences
in response to available therapeutic modalities [31]. In addition, according to the observations reported in
Figure 4.4, 81% of COPD diagnosed patients are holding an ex-smoker status, while only 13% are active

smokers. This could possibly be due to the reason that some of the ex-smoker subjects have already reached
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Figure 4.4: Hierarchical categorization of collected saliva samples into extended subgroups with respect to
their diagnosis, gender, and smoking status.

a severe stage of COPD before making a decision to quit smoking. This point is also noticeable in Figure
4.5, which presents the distribution of the saliva samples with respect to age, diagnosis, and the smoking
status of subjects. Furthermore, as shown in Figure 4.5, in most cases, the COPD diagnosed patients are
middle-aged or older adults. This observation complies with the fact that, increasing age means a longer
exposure of subjects to the risk factors and, consequently, further damages to their lungs. Moreover, as the
body ages, the recovery process of the damaged lung cells becomes more difficult, making a subject more
susceptible to COPD [32].

Figure 4.6 presents the results of the biosensor output for the dielectric characterization of saliva sam-
ples (the minimum values of the real part of the permittivity). The presented box-plot provides distributional
information including minimum-maximum, median, and the first—third quartile values for the obtained re-
sults on both categories of COPD and HC. The reported results in this figure represent the output voltage
drop of the biosensor, after calibration with respect to the dielectric properties of the surrounding air, repre-
senting the dielectric properties of the tested samples, as explained in previous sections [4,8]. As illustrated
in Figure 4.6, the minimum values of the real part of the permittivity (dielectric features) for HC samples
has a greater standard deviation value (21.86) compared to the COPD group (16.77), making it a useful
feature for clustering data points using ML classifiers. In contrast, the imaginary part of the permittivity of

saliva has a symmetric distribution for both HC and COPD patients, as shown in Figure 4.3, thus lacking
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Figure 4.5: Distribution of saliva samples of COPD and HC with respect to age and the smoking status of
the subjects.

valuable information for data segregation.

Due to the dependent nature of the aforementioned attributes, implementation of ML methods was
crucial for the realistic classification of the samples by concurrent consideration of all parameters. Tables
4.1 and 4.2 present the performance of the proposed ML models including XGBoost, SVM, GNB, LR,
and ANN for the classification of the first and second datasets with 80 and 239 saliva samples, respec-
tively. These results indicate the high performance of ML-based analytical tools for the classification of
saliva samples of COPD and HC. Especially, among the introduced methods, the XGBoost decision tree
algorithm provided the best performance in terms of accuracy, sensitivity, specificity, and precision, thus
making it a suitable model for this work. As reported in Table 4.1, XGBoost classifier has exceeded other
models by providing accuracy, sensitivity, specificity, and precision values of 91.25%, 100%, 88.89%, and
87.5%, respectively, for the classification of saliva samples with respect to their dielectric and demographic
properties. The acquired results illustrate the practicality of the concept of applying ML tools for classifying
saliva samples of COPD and HC, which was proposed as a hypothesis for this part of the thesis. The current
study is an important cornerstone, presenting the fact that the dielectric properties of saliva together with
the demographic information on the respective patients can be analyzed using ML tools for the discrimina-

tion of patients affected by COPD from healthy controls. Moreover, results presented in Table 4.2 indicate
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Figure 4.6: Results of the biosensor output for the dielectric characterization (minimum values of the
real part of the permittivity) of saliva samples, providing distributional information including
minimum-maximum, median, and the first—third quartile values.

the superiority of XGBoost performance for the classification of samples based on merely demographic
information with accuracy, sensitivity, specificity, and precision values of 92.05%, 95.24%, 100%, and
100%, respectively. The remarkable performance of classifiers based on only demographic attributes—age,
gender, and smoking status—indicates the significant role of demographic information for the detection of
COPD. In contrast to non-perceptron classifiers, the proposed ANN provided a poor performance due to its
sensitivity to outliers and overfitting in small-sized datasets.

Table 4.1: Performance of ML models for the classification of the first dataset with 80 saliva samples (64
training and 16 test data).

Classifier | 5-fold | Sensitivity | Specificity | Precision
Acc.

XGBoost | 91.25% 100% 88.89% 87.5%
SVM 91.25% 100% 77.78% 77.78%
GNB 87.5% 85.71% 100% 100%

LR 90% 100% 11.11% 46.66%
ANN 73.75% 100% 44.45% 58.33%

Figures 4.7(a) and (b) demonstrate the confusion matrices of the XGBoost algorithm for predicting the

diagnostic status of the unseen test samples. As shown in these figures, the XGBoost model, at its best
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performance (with threshold values of 0.66 and 0.53), was capable to predict the status of the unseen test
subjects for the first and second datasets with only one false-positive and one false-negative and accuracies
of 93.75% and 97.92%, respectively. The precision-recall curves for these confusion matrices are shown
in figures 4.7(c) and (d), demonstrating the trade-off between precision and recall (sensitivity) for different
thresholds. The XGBoost classifier provided the best performance for the classification of first and second
datasets at threshold values of 0.66 and 0.53, respectively. The high accuracy, sensitivity, specificity, and
precision of the XGBoost algorithm make it an adequate model for COPD classifications using edge devices
[33].

The high accuracy of the proposed ML models compared to the ground truth spirometry method, with
a sensitivity range of 64.5-79.9% [16], make them a promising tool for the management of COPD in PoC
environments. However, this thesis has only investigated the practicality of COPD classification in in-vitro
circumstances, whereas, for the real-world predictions on the progression of COPD and its exacerbations,
real-time analysis of the dielectric properties of saliva on a daily basis is required.

Generalizability to a larger population, as the main limitation with any ML study on a small-sized novel
dataset, is a fundamental concern for this study, demanding extensive investigation. Nonetheless, to the best
of author’s knowledge, there is no other comprehensive dataset for the COPD classifications available up
to date, which can be used for training and evaluating the introduced ML models in this work. Therefore,
this study is considered as a stepping stone to future studies in the field, while endorsing the necessity for
further data collections and advanced-analytical implementations for the COPD management.

The results of this section imply the capability of ML tools for enhancing the quality of personalized

healthcare solutions by facilitating the management of chronic diseases through performing complex di-

Table 4.2: Performance of ML models for the classification of the second dataset with 239 saliva samples
(191 training and 48 test data).

Classifier | S-fold | Sensitivity | Specificity | Precision

Acc.
XGBoost | 92.05% 95.24% 100% 100%
SVM 92.05% 90.47% 100% 100%
GNB 92.89% 95.24% 100% 100%

LR 91.65% 95.24% 96.3% 95.24%
ANN 93.33% 90.47% 96.3% 95%
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Figure 4.7: Confusion matrices of the XGBoost algorithm, presenting the prediction performance of the
model on the unseen test samples and the precision-recall curve, demonstrating the trade-off
between precision and recall for different thresholds: (a) and (c) first dataset with 80 saliva
samples (64 training and 16 test data); (b) and (d) second dataset with 239 saliva samples (191
training and 48 test data).

agnosis. The scope of ML tools goes far beyond classical statistical analyses performed in healthcare.

Therefore, ML. methods, or the Artificial Intelligence (AI) from a broader scope, is expected to revolu-

tionize healthcare in the near future by providing accurate and real-time predictions on the health status

of patients or the progress of their diseases. Especially, Al will play a pivotal role in the future for assist-
ing patients in remote locations with the management of chronic and degenerative conditions, monitoring
their rehabilitation progress, and predicting critical-emergency health conditions. In addition, availabil-
ity of numerous health-related data, thanks to the advancements in wearable technologies and biosensors,
will facilitate the better integration of Al with healthcare devices in PoC environments. However, all of
the mentioned astonishing capabilities of ML tools come at the cost of immense energy consumption and
enormous computational power. In addition, complexities associated with cloud communications such as

robustness against interference, wide bandwidth requirements, low latency, and data security limit the ap-

plication of Al in sensitive fields such as medicine. As a result, the trade-off between mentioned benefits
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and risks related to securing sensitive medical data is, still, an on-going challenge. To address this con-
cern, low-power neuromorphic platforms could be integrated into medical devices for locally processing of
computations required for ML algorithms [34]. Neuromorphic chips have been successfully implemented
in different studies for matrix-multiplications required for non-perceptron and perceptron-based ML meth-
ods [5,35]. By bringing data post-processing from the backend onto a chip, real-time analysis of data in
a less time consuming manner with a smaller time delay is feasible. Furthermore, sensitive medical data
are better protected by being processed locally on a chip without external communications. In addition, the
energy-efficient neuromorphic platforms offer a large fault tolerance for sensitive applications such as in
healthcare [11]. Therefore, implementation of the presented ML models on a neuromorphic platform, for
the on-chip classification of saliva, will be investigated in the following chapter.

Although the introduced ML model was capable to accurately classify the saliva samples based on
a few attributes, further demographic information on the medical-personal background of patients’ (such
cytokine level, blood pressure history, or pathogen) could possibly improve the performance of the model in
terms of accuracy and generalizability. However, accessing such a sensitive medical information is highly
restricted through governmental data protection policies and, thus, requires an appropriate approval from
the ethics committee, prior to acquisitions. In addition, investigating novel ML algorithms, such as a few-
shot learning, with better performance on small-sized datasets could pave the way towards more accurate

and generalizable models for medical applications with limited data availability [36].

4.2.4 Conclusions and Future Work

This section investigated the in-vitro classification of saliva samples of COPD and HC using machine
learning techniques. Saliva samples were initially collected from different subjects in a clinical setting and
demographic information regarding the age, gender, and smoking status of patients were recorded. In addi-
tion, dielectric characteristics of a smaller subset of collected samples were measured using a permittivity
biosensor. Various ML tools including XGBoost, SVM, NB, LR, and ANN were applied for classifying
collected samples into COPD and HC categories. The XGBoost algorithm provided the best performance,
among other methods, for classifying and predicting saliva samples of COPD and HC with respect to their
dielectric and demographic properties. Although implementation of ML tools enables the fast and efficient

diagnosis of COPD, the existing shortcomings in terms of data availability, data safety, and computation
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cost limit their application in real-world. Therefore, further data collection is necessary in the future for en-
hancing the performance of the proposed models. Moreover, as the next step, deployment of the introduced
ML models on hardware-based neuromorphic platforms will enable the on-chip recognition of COPD with

low energy consumption and high patient privacy.

4.3 Implementation of Siamese-based Few-shot Learning Algorithms for

the Distinction of COPD and Asthma Subjects

This section investigates the practicality of applying brain-inspired Few-Shot Learning (FSL) algorithms for
addressing shortcomings of ML methods in medicine with limited data availability. As a proof of concept,
the application of ML for the detection of COPD patients was investigated. The complexities associated
with the distinction of COPD and asthma patients and the lack of sufficient training data for asthma subjects
impair the performance of conventional ML models for the recognition of COPD. Therefore, the objective
of this part of the thesis was to implement FSL methods for the distinction of COPD and asthma subjects
with a few available data points. The proposed FSL models in this section were capable of recognizing
asthma and COPD patients with 100% accuracy, demonstrating the feasibility of the approach for appli-
cations such as medicine with insufficient data availability. Materials introduced in this section has been

published in [36].

4.3.1 Introduction

Artificial Intelligence (Al), with its galloping progress, has revolutionized various aspects of our data-
driven world [37]. A broad spectrum of AI’s applications has been introduced in recent years, covering
many aspects of science from robotics to medicine [37]. The astonishing performance of Al-oriented ML
methods for exceeding human capabilities in medical recognition and classification tasks has already been
demonstrated [3]. However, the significant dependence of these methods, especially deep learning, on the
availability of a vast training dataset has hindered their far-reaching application in many areas of medicine
with limited data availability [38]. A training dataset in this scope is defined as properly-labeled data points
which can be used for training ML-based models. Some of the causes behind the scarcity of ML-friendly

datasets in medicine include, but are not limited to, the following: First, incomplete, incorrect, inaccurate,
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and heterogeneous nature of old medical records, due to the inconsistency in their acquisition methods
and vocabulary, degrade their labeling and usability for ML. In addition, generating ground-truth labels
is generally an expensive and time-consuming process, which has been neglected until recently. Second,
the Al-oriented data collection for various medical applications, especially rare diseases or novel treat-
ments, is still at its infancy. For instance, genetic engineering, drug discovery, or surgical robotics are
exemplary domains where extensive data collections are still required for the enhancement of their per-
formances [22, 23, 39,40]. Third, different standardization methods, ethical concerns, and strict privacy
regulations have hindered the data sharing in medicine, further restricting their availability. Last but not
least, data acquisitions through invasive and complex medical operations is extremely challenging, if not
impossible, thus restricting the size of the available data in this realm [38]. The intracranial electrode place-
ment for the prediction and management of the drug-resistant epilepsy is an example of this kind, where
very few data points are available due to safety concerns [34,41]. The lack of sufficient data for training
ML models for the mentioned applications not only limits their performance and accuracy but also ques-
tions their generalizability to a larger population of patients or medical cases [34, 38]. Patient-to-patient
variability is a challenging concern for the development of medical-diagnostic solutions in personal health-
care [42]. As an example, the discussed epileptic seizure management setup requires the implantation of
numerous electrodes within a patient’s skull for the monitoring of the brain’s electrical activities. How-
ever, the exact location of the implanted electrodes, the number of functioning—active electrode channels
after the operation, and the specific area of a patient’s brain where the excessive electrical discharges occur
make the developed ML models for this application strongly patient specific [34]. This is significantly
problematic for the development of a generalizable healthcare solution for the management of epilepsy.
Furthermore, despite the availability of vast sources of epilepsy data from canine, with a similar seizure
mechanism to human, generalization of the developed models based on the canine data to the human is
still hampered. Similarly, ML models developed for the diagnostic classification of COPD patients from
HC suffer from generalization to a broader group of respiratory disease such as asthma [1,30]. Patients
suffering from asthma or COPD develop similar symptoms due to the analogous mechanism of the diseases
and a significant overlap between them, causing diagnostic complexities [43,44]. On the other hand, the
lack of sufficient training data is a significant hurdle for improving the performance of the developed ML

models for the COPD detection [1,30]. Therefore, due to the lack of data availability, ML-models need



Chapter 4: Machine Learning Implementation 82

to be re-trained from scratch to provide a comparable performance for every individual patient or disease
case in spite of an identical task. This is a significant drawback of these models for real-world applications,
where rapid adaptation and learning is essential [45]. Examples of these applications include autonomous
driving, surgical robotics, medical mechatronics, personalized medicine, precision diagnostic, etc., where
online learning of a ML-enabled system with the least possible computation for the interaction with exter-
nal circumstances is crucially important. Therefore, implementation of novel brain-inspired meta-learning
algorithms such as few-shot learning, possibly on neuromorphic platforms, could be a solution for the
real-world learning and rapid adaptations with fewer data points [45].

Few-shot Learning (FSL), a novel ML method, falls under a broader umbrella term known as meta-
learning which aims for bridging the gap between Al and human-like learning by learning the meta infor-
mation of classes—tasks rather than merely the data [45,46]. Therefore, by using prior—meta knowledge,
FSL can rapidly learn from fewer data points and can better generalize a model to new tasks with the least
supervision [45]. As a result, FSL could possibly relieve the burden of collecting large-scale labelled-data
for medical applications [45]. Since FSL denotes learning out of a few data points per class, upon the
availability of only one example per class the method would be called as one-shot learning, while zero-shot
learning represents a scenario where no data points are available for learning a new class of inputs. Siamese
networks are among the most popular and simple models used in FSL algorithms with potential applica-
tions in areas such as disease diagnosis, object tracking, one-shot robotic imitation, visual navigation, and
drug discovery [47].

The objective of this part of the thesis was to implement siamese-based zero-shot, one-shot, and five-
shot learning models for the distinction of COPD subjects from asthma, with a few available data points.
Differentiation of COPD patients from asthma, at an early stage of the disease, is significantly important
from a medical perspective for the efficiency of the treatment [43]. However, due to the lack of sufficient
data from asthma subjects, the classification performance of conventional methods is significantly limited.
As aresult, implementation of the FSL-based approaches for the distinction of COPD patients from asthma
can possibly address the generalization problem with the current available ML models for this application.
Therefore, in the continuum, the practicality of applying FSL methods for enhancing the performance of
ML models in applications such as medicine—with limited availability of large-scale, high-quality, and

correctly labelled training data—will be investigated.
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4.3.2 Materials and Methods

The open access Exasens dataset, available at the UCI machine learning repository (https://archive.ics.uci—
.edu/ml/datasets/Exasens), was used in this study for the classification and distinction of saliva samples
of COPD and asthma patients, as well as HC. This novel dataset contains information on hundred saliva
samples collected from four groups of respiratory patients including: COPD (40 samples), HC (40 sam-
ples), asthma (10 samples), and respiratory infected subjects without COPD or asthma (10 samples), as
shown in Figure 4.8 [30]. The attributes of the dataset used for the classification of subjects include de-
mographic information of patients (age, gender, and smoking status) as well as the dielectric properties
of the characterized saliva samples for every class [4, 8]. Despite the high performance of classifiers for
the segregation of COPD and HC samples, simultaneous classification of all three classes of COPD, HC,
and asthma led to a deficient accuracy of 55%, due to the extremely small-size of the asthma population.
Therefore, the FSL method was applied for the distinction of COPD and asthma subjects to make the de-
veloped COPD diagnosis models further resilient against adversarial samples like asthma, thus making the
ML-based classification of COPD more reliable and valuable for real-world applications.

Prior to analytics, the analog values of these four attributes were thresholded and converted into 23
binary bits (Gender (1), smoking status (3), age (9), dielectric (10)), as shown in Figure 4.8. Binarization
of the attributes of this small-sized dataset has shown to reduce overfitting and noise, and to improve the

copD ! HC Bit value 1 I:l

(40 samples)
F Bit value 0 .

HC

m

mples) L9 ha 3 i i 23 binarized

attributes

Figure 4.8: Four groups of saliva samples available within the Exasens dataset.



Chapter 4: Machine Learning Implementation 84

Step 1: ANN Classifier Step 2: Siamese Network
Imposite Genuine
pairs pairs i 1
e = : - ran I
| o ! c 1
| 1 ! == B
: . 1 : . > 9'_ 3 |
I o ! g = o
| (I 3ﬁ 1 1S5 3 | 3
| @ | | @ 1 1 ta | 2 m
| [ 1 - | N S
£ i ' | =
: L I . I o
I I | 1 | 2o
14 1 1 . | 1 m 1 Er
] oy I 23] S
| T 1 '13 T =
| g ! 1 I y & ol
I [V @ ! S =
L S | L 5 | : = v?.‘ 1
| |
—— —r -
_______________ 1
Feature extractor | (Embedding function)

Figure 4.9: Required steps for developing a classifier (left) and a siamese network (right).

performance of ML tools for the classification of COPD and HC samples [30]. In addition, considering the
small size of the investigated dataset, 5-fold cross-validation method was implemented for the evaluation of
models, thus preventing overfitting and providing reliable and generalizable results. After data preparations,
as the first step, an Artificial Neural Network (ANN), with one hidden-layer and one read-out layer, was
developed for the classification of COPD and HC samples, as shown in Figure 4.9(left). The hidden-layer
consisted of four neurons with a rectified linear unit activation function, while the read-out layer determined
the two possible classes using softmax. A dropout of 20% was implemented on the hidden-layer for the
overfitting prevention. Adam optimization algorithm, with a 0.0001 learning rate, and a cross entropy error
function were used for training and optimizing the network parameters. The compiled network was trained
for 4000 epochs and a 5-fold cross-validation was applied for the network performance evaluations. After
training the initial ANN classifier, the network structure without the readout layer (up to the output of the
hidden-layer) was used as an embedding function for extracting the feature vectors of input samples, deter-
mining their unique footprints. Next, this feature-extracting network (embedding function) was integrated
into a siamese architecture for the recognition of identical input pairs, as shown in Figure 4.9(right). A
Euclidean distance function was used as an energy function to calculate the similarities between the feature

vectors of the input pairs. Subsequently, a contrastive loss function, with a margin value of one, was used
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Figure 4.10: Zero-shot learning scheme for the recognition of asthma vs. COPD.

for training the siamese network and minimizing the calculated Euclidean error. For training the developed
siamese network, two datasets of genuine and imposite pairs were prepared. The genuine dataset included
20 pairs of COPD-COPD samples, while the imposite dataset consisted of 20 pairs of COPD-HC samples.
The data were fed into the siamese network for 1000 training epochs and a 5-fold cross-validation was
performed for assessing the model performance. After the successful distinction of genuine COPD inputs
from the imposite input pairs, the model was used in a zero-shot learning scheme to distinguish COPD sub-
jects from asthma, as demonstrated in Figure 4.10. Through this approach, the feature vector of a test input
was extracted and compared to the feature vector of the class of COPD using the Euclidean error function.
In case of a smaller than margin distance of the feature vector of the test input, it was determined as a
COPD sample, while inputs with greater margin distances belonged to the adversarial samples class (either
asthma or infected). However, to improve the recognition performance of the model and to make it more
resilient against other adversarial inputs like infected, the developed siamese network was re-trained for an
additional 500 epochs using one and five COPD-asthma imposite pairs (along with COPD-COPD genuine
pairs) for one- and five-shot learning schemes, respectively, as shown in Figure 4.11. Similar procedure, as
for the zero-shot learning testing, was performed for evaluating the performance of the one- and five-shot
learning models for distinguishing asthma subjects from COPD. The data preparations and ML implemen-
tations were performed on the JupyterLab environment using Keras 2.2.5 and Scikit-learn 0.22 libraries of

Python [27]. The metrics and data used in this study are publicly available at https://github.com/Pouya-
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Figure 4.11: One-shot and five-shot learning schemes for training—evaluations.
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4.3.3 Results and Discussions

The initial ANN classifier, developed for the classification of COPD and HC patients, provided an aver-
age accuracy of 95% for the 5-fold cross-validations, thus making it an adequate embedding function for
extracting the feature vectors of input pairs. The modeled siamese network was capable of distinguishing
the genuine input pairs of COPD—COPD from the imposite pairs of COPD-HC with 100% average accu-
racy for the 5-fold cross-validations, thus accurately comparing their feature vectors encoded through the
pre-trained embedding function. The high performance of the siamese network made the accurate distinc-
tion of COPD and asthma samples through FSL schemes possible, as presented in Table 4.3. Although all
of the zero-, one-, and five-shot learning schemes provided remarkable performance for the distinction of
COPD and asthma samples, the incapability of the zero-shot learning approach for distinguishing different
adversarial inputs such as asthma and infected was considered the main drawback of this method from the
medical perspective. However, its remarkable performance of 100% accuracy for distinguishing asthma
and COPD samples, without any training, indicates its significant importance for medical applications with

no available training data. On the other hand, Table 4.3 presents similar accuracies of 100% for both one-
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Table 4.3: Results of zero-, one-, and five-shot learning schemes for the distinction of asthma samples from

COPD and infected.
Zero-shot | One-shot | Five-shot
COPD vs. Asthma 100% 100% 100%
Asthma vs. Infected NA 80% 80%

and five-shot learning schemes. Apart from their high recognition capabilities, the one-shot and five-shot
learning approaches are further resilient for the reliable distinction of COPD and asthma subjects upon
the introduction of other adversarial inputs like infected subjects. As reported in Table 4.3, in contrast
to the zero-shot learning, one-shot and five-shot learning methods were capable of distinguishing asthma
and infected samples with 80% accuracies. Although the FSL models presented promising results for the
recognition of asthma subjects with no prior knowledge or training, due to the small size of the scrutinized
asthma dataset, we consider this work as a proof of concept, requiring further investigations in the future
for comprehensive conclusions.

Generalizability to a larger population, as the main limitation with any ML study on a small-sized novel
dataset, is a fundamental concern for this study, demanding extensive investigations. Nonetheless, to the
best of author’s knowledge, there is no other comprehensive dataset available up to date on the COPD
and asthma samples, which can be used for training and evaluating introduced FSL models in this section.
Therefore, this study is considered as a stepping stone to future studies in the field, while endorsing the
necessity for further data collections.

Results discussed in this section demonstrated the practicality of applying FSL methods for addressing
the shortcomings of ML models in applications like medicine with a few or none available data points. By
taking advantage of brain-inspired algorithms such as FSL, it is possible not only to enhance the perfor-
mance of conventional ML models, but also to make them further resilient against adversarial inputs. In
addition, through meta-learning approaches like FSL, training ML models from scratch for every individual
patient or disease is unnecessary. Furthermore, FSL methods pave the way towards the better integration of
ML tools with old medical records as well as novel-complex treatments with a few data points. In addition,
the main advantage of FSL-based models in medicine is their better generalization to a broader spectrum

of patients or disease cases, while offering a human-like learning possibility.
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FSL is capable of learning with fewer data points, thus facilitating the online learning and adaptation
of ML-equipped systems like neuromorphic processors for real-world applications. The energy-efficient
neuromorphic processors are expected to revolutionize the ML-based medicine in the future by bringing
the data post-processing from the backend onto the chip, thus providing accurate and real-time predictions
on the health status of patients. Neuromorphic-equipped medical devices better protect users’ sensitive
medical data without cloud communication requirements [1]. Therefore, implementation of novel meta
learning algorithms, such as few-shot learning, on neuromorphic platforms will enable the rapid adaptation
and real-time learning in these systems with a few data points and the least possible computation [48].
Example of such applications, where online learning and adaptation of a ML model is crucial, include
autonomous driving, surgical robotics, personalized medicine, and precision diagnostic.

In the future, integration of the proposed FSL tools with the epileptic seizure prediction models will en-
able the better generalization of these models to a larger population of patients. In addition, the employment
of canine-based models for the human epilepsy managements will be possible. Furthermore, integration of
these models into the kafka framework facilitates the management of ML pipelines through data streams in
a user friendly environment, which is the future work of this thesis [49]. Moreover, the future goal of this
section could be to develop and deploy siamese-based FSL techniques on a neuromorphic platform for the

on-chip prediction of epileptic seizure using smart healthcare wearables.

4.3.4 Conclusions and Future Work

In this section, the practicality of applying few-shot learning algorithms for addressing the shortcomings of
ML models in medical applications with limited data availability was investigated. Siamese-based zero-,
one-, and five-shot learning models were developed for the distinction of COPD and asthma subjects. The
developed models provided high performance for the recognition of asthma samples, while making the ML-
based diagnosis of COPD more resilient against adversarial inputs. Implementation of the proposed FSL
models in other medical applications with limited data availability will address the generalization issues
of the most ML models in this realm. The brain-inspired few-shot learning could possibly address Al’s
problems in medicine caused due to the lack of sufficient training data. Therefore, implementation of FSL

algorithms for the epileptic seizure prediction with fewer data is the future goal of this thesis.
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Chapter 5

Hardware Deployment

5.1 Neuromorphic On-chip Recognition of Saliva Samples of COPD and

Healthy Controls Using Memristive Devices

As extensively discussed in previous chapters, implementation of ML techniques is crucial for the effective
management of COPD in home-care environments. However, shortcomings of cloud-based ML tools in
terms of data safety and energy efficiency limit their integration with low-power medical devices. To
address this, energy efficient neuromorphic platforms can be used for the hardware-based implementation
of ML methods. Therefore, a memristive neuromorphic platform is presented in this thesis for the on-
chip recognition of saliva samples of COPD patients and healthy controls. Results of its performance
evaluations showed that the digital neuromorphic chip is capable of recognizing unseen COPD samples
with accuracy and sensitivity values of 89% and 86%, respectively. Integration of this technology into
personalized healthcare devices will enable the better management of chronic diseases such as COPD. This

chapter of the thesis is based on reference [1].

5.1.1 Introduction

Among various possible methods for the early diagnosis of COPD in a PoC setup, regular screening of
dielectric properties of patients’ saliva has shown to provide important information on the disease sta-

tus [2-5]. However, information obtained on this one single parameter, the dielectric properties of saliva, is
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not sufficient by itself for providing a comprehensive diagnostic solution [6,7]. In other words, the accurate
diagnosis of the disease based on this approach is only possible by concurrent consideration of various
personal-medical parameters related to patients. These parameters include demographic information of pa-
tients such age, gender, and the smoking background. To address this issue, ML tools have been applied on
the rudimentary information of the saliva properties together with the demographic parameters to identify
the diagnostic status of patients in a PoC environment [6, 7].

ML tools applied on the clinical data acquired from PoC devices enable the efficient management
of chronic diseases such as COPD. The scope of ML tools goes far beyond classical statistical analyses
performed in medicine, providing accurate and real-time predictions on the health status of patients or
the progress of their diseases [8,9]. In addition, availability of numerous health-related data, thanks to
the advancements in wearable technologies and internet-of-things, have facilitated the better integration
of ML with healthcare devices in PoC environments [10]. Therefore, constant and remote monitoring
of patients for the management of chronic and degenerative conditions, monitoring their rehabilitation
progress, and predicting critical-emergency health conditions have become a reality [11]. For example,
tracking heart activities of elderly, monitoring blood glucose levels in diabetic patients, and observing the
rehabilitation progress of Parkinson’s diseased patients are all among the recent applications of ML in
PoC [8,10-13]. Moreover, by taking advantage of ML tools, valuable information can be extracted from
the vast amount of user data for identifying previously unknown disease trends or diagnostic links and
providing comprehensive treatment plans and recommendations for the healthcare specialists [11, 14].

Although the astonishing performance of ML for various studies, shortcomings of the cloud-based
techniques have limited their real-world applications in medicine [15]. These shortcomings include data
safety concerns related to securing sensitive medical data in a single database, susceptible to malicious
attacks or scandals. In addition, complexities associated with cloud communications such as robustness
against interference is another hurdle, requiring precise design for the short-range (device to smartphone
via bluetooth) and long-range (smartphone to backend using internet) communications for transferring data
from medical devices to the backend [10]. Furthermore, technical aspects of the cloud-based ML such
as wide bandwidth requirements and low latency plays vital role for medical applications. For example,
pre-processing and data curation—compression of the acquired data, prior to their extraction from a de-

vice towards the backend, is remarkably challenging for providing real-time information to users with the
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least possible delay. Last but not least, cloud-based techniques require immense energy consumption and
enormous computational power, restricting their application for low-power PoC devices [6, 16].

The abovementioned shortcomings of the cloud-based ML in healthcare can possibly be addressed
using neuromorphic platforms at the edge [16, 17]. A neuromorphic platform offers a hardware-based
imitation of neural networks by using actual electrical components as neurons and synapses [18]. Real-
time analysis of data in a less time consuming manner with a smaller time delay is far more practical by
bringing data post-processing from the backend onto a neuromorphic chip. Furthermore, securing sensitive
medical data on a single chip, without cloud communications or backend storage, complies better with
the patient privacy regulations. In addition, since neuromorphic platforms process data near their source,
they are relatively better immune against false operations and offer a large fault tolerance for medical
applications. In other words, the robustness of these technologies is vital for near-a-patient applications,
where accessing a sufficient internet coverage is unfeasible. Moreover, the energy-efficient hardware-based
neuromorphic systems require less computational power, making them an adequate technology for edge-
computing required in PoC medical devices [19-23].

Considering remarkable advantages of neuromorphic chips, they have been recently investigated for
various ML applications including in medicine. As a an example, Cai et al. have introduced a memristor-
based neuromorphic computing chip for the breast cancer data classification [17]. The developed chip
demonstrated high accuracy of 94.6% for the classification of benign and malignant samples within the
breast cancer screening dataset. The computationally-efficient technology has enabled the real-time pro-
cessing of data with high speed and low energy consumption. Similarly, Choi et al. have proposed a
memristor-based neuromorphic crossbar array for the online clustering of breast cancer data in an unsuper-
vised fashion [24]. In this work, principal component analysis algorithm was implemented on the chip for
effectively classifying sensory data with 97.6% accuracy. Online learning was successfully achieved in the
developed memristor network, demonstrating the practicality of using neuromorphics for performing com-
plex ML algorithms required for data-intensive tasks such as medical pattern recognition. In another study,
a spiking neural network was implemented on a neuromorphic chip for the real-time discrimination of elec-
tromyography signals for the hand gesture classification [25]. The proposed low-power technique provided
an accuracy of 84% for the recognition of various gestures, making it a suitable technology for remote

rehabilitation and diagnostic setups required for patients with Parkinson’s disease. Park et al. have reported
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the application of memristive neuromorphic synapses as a Hardware-based Neural Network (HNN) for the
Electroencephalography (EEG) signal recognition [26]. Human thought patterns related to three different
vowels were recorded using EEGs, while a subject imagined speaking them. Subsequently, the proposed
memristive HNN system was applied for learning and recognizing patterns of the acquired EEG signals.
The developed device provided high accuracy for extracting features through the recorded EEG signals
during speech imagination experiments. Apart from the mentioned biomedical applications, neuromorphic
chips have been extensively used for imaging scenarios including digit recognition [27-32]. As reported by
Wenger et al., learning and recognition of the MNIST dataset digits have been experimentally demonstrated
by taking advantage of the inherent stochasticity of CMOS-integrated memristive devices [27]. A notable
recognition rate of 89%, for a MNIST subset, was achieved in this work, demonstrating the potential of the
proposed Resistive Random Access Memory (RRAM) technology for performing complex ML tasks.

Although neuromorphic systems offer an alternative platform for edge-computing required for the exe-
cution of ML algorithms on portable medical devices, their time-consuming training procedure for learning
complex medical patterns is a significant drawback [33, 34]. Moreover, deployment of the pre-trained so-
phisticated deep learning networks onto neuromorphic chips, with rudimentary network structures, leads
to lower precision, increased latency, and degraded energy efficiency and accuracy [16, 35]. Therefore,
development of a neuromorphic-compatible network topology is significantly important for pre-training a
simulation-based Artificial Neural Network (ANN) prior to its deployment on a hardware-based neuromor-
phic platform. Backend training of a neuromorphic-compatible ANN, on the cloud, reduces the training
time required for learning complex medical patterns; while, implementation of the pre-trained network on a
neuromorphic platform enables the real-time recognition and classification of medical data on a low-power
PoC device [32,33].

In previous sections, a neuromorphic-compatible ANN was developed for the COPD pattern recogni-
tion using synthesized data [6]. However, the hardware implementation of the model on a neuromorphic
platform and its in-vitro performance evaluation using real clinical data were missing. Therefore, the objec-
tive of this part of the thesis was to train our previously developed ANN simulation for the classification of
saliva samples of COPD patients and healthy controls using real clinical data and to implement the trained
ANN on IHP’s memristive hardware platform for on-chip recognition. The combination of the simulation-

based training and hardware-based recognition facilitates the better integration of neuromorphics with PoC
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Figure 5.1: Conversion of analog attributes of Exasens dataset (gender, smoking status, age, and dielectric
properties) into 23 binary bits.

medical devices, required for the management of chronic diseases such as COPD. Moreover, neuromorphic-

equipped healthcare technologies provide the best platform for patients to take advantage of ML-based

medicine, while having control over their medical data and privacy.

5.1.2 Materials and Methods
5.1.2.1 Data Preparation

The open access Exasens dataset, available at the UCI machine learning repository (https://archive.ics.uci
.edu/ml/datasets/Exasens), was used in this section for training and evaluating the developed model for the
classification and recognition of saliva samples of COPD patients and HC [7]. This novel dataset con-
tains information on hundred saliva samples collected from four groups of respiratory patients including:
COPD (40 samples), HC (40 samples), asthma (10 samples), and respiratory infected subjects without
COPD or asthma (10 samples). The attributes of the dataset, used for the classification of subjects, include
demographic information of patients (age, gender, and smoking status) as well as the dielectric proper-
ties (Minimum value for the real part of permittivity) of the characterized saliva samples for every class.
For computational purposes, the non-quantitative attributes—diagnosis, gender, and smoking status—were

converted into numerical values using the following labels: diagnosis (COPD (1)-HC (0)), gender (male
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(1)-female (0)), smoking status (smoker (3)—ex-smoker (2)-non-smoker (1)). Subsequently, analog values
of these four attributes were thresholded and converted into 23 binary bits (Gender (1), smoking status (3),
age (9), dielectric permittivity (10)), as shown in Figure 5.1. Binarization of the attributes of this small-
sized dataset has shown to reduce overfitting and noise, and to improve the performance of ML tools for the
classification of COPD and HC samples [7,36]. In addition, considering the small size of the investigated
dataset, 80 samples for two classes of COPD and HC, 5-fold cross-validation method was implemented for
the evaluation of the ANN model, thus preventing overfitting and providing reliable results. Therefore, for
every cross-validation fold, the dataset was split into different test—train subsets with the ratio of 20-80%,
respectively. The test-fraction, with unseen data points during model training, was considered as an exter-
nal validation dataset for the evaluation of models. The data preparations and ML implementations were

performed on the JupyterLab environment using Keras 2.2.5 and Scikit-learn 0.22 libraries of Python [37].

5.1.2.2 Artificial Neural Network

After data preparations, a dense ANN with one hidden-layer and one read-out layer was developed for the
classification of COPD and HC samples, as shown in Figure 5.2. The input layer of the network consisted
of 23 neurons, considering the binarized attributes of the dataset. To replicate the intrinsic structure of
the intended neuromorphic platform, a hidden layer with 4 neurons and a sigmoid activation function was
modeled. The read-out layer, with a sigmoid activation function, consisted of two neurons for the two
possible classes of COPD and HC. A dropout with 20% probability was applied to the hidden-layer for the
overfitting prevention. Adam optimization algorithm, with 0.0001 learning rate, and a cross entropy error
function were used for training the network in the backend using the Google Colab GPU platform [38]. The
developed ANN model was trained for 3000 epochs with a batch size of 10, using the train-subset of every
cross-validation fold. Network parameters including weights and biases were computed and optimized dur-
ing the training phase and their final analog values were recorded for every fold. Considering the fact that
the intended neuromorphic chip consists of digital memristive devices, multilevel thresholding of network
analog parameters into 10 levels was necessary for the deployment of the trained ANN onto the hardware
platform. Therefore, calculated weights and biases of the trained ANN were thresholded into 10 levels to
comply hardware requirements, as shown in Figure 5.3. For this purpose, the absolute maximum value

among calculated parameters was identified and divided by five to determine the resolution of thresholding
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Figure 5.2: ANN simulation topology, with one hidden-layer, for the classification of saliva samples of
COPD patients and HC.
levels. As shown in Figure 5.3, the calculated threshold was used with positive and negative signs for the
10-level segmentation of network parameters with positive and negative values, respectively. After calcu-
lating thresholding steps, network parameters with analog values were shifted up to the nearest threshold
value (for positive levels and equivalent for negative levels), representing one digital device per level. It is
noteworthy that positive and negative levels are interpreted as devices with different current directions for
the hardware implementation. Finally, converted weights and biases of the network with 10-level resolution
were recorded and extracted for the deployment on the memristive neuromorphic platform, as shown in Fig-

ure 5.3. All metrics and models are available in details at https://github.com/Pouya-SZ/Bioneuromorphics.

5.1.2.3 Hardware Implementation

The hardware implementation of the developed model was performed on amorphous HfO, memristors
which are CMOS-integrated 4-kbit RRAM arrays fabricated using the 250 nm CMOS technology at IHP
[39—41]. The integration in CMOS technology is an important step towards fully integrated neuromorphic
circuits. The array consists of 64 x 64 memristive cells in a 1-Transitor-1-Resistor (1T-1R) configuration.
The packaged chip is shown in Figure 5.4(a). Devices can be switched between two distinct states, i.e. low

resistance state (LRS) and high resistance state (HRS), by the formation and dissolution of a conductive
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Figure 5.3: Multilevel thresholding of network analog parameters into 10 levels for complying hardware
implementation requirements of the digital neuromorphic chip.
filament consisting of oxygen vacancies. Nominal read-out currents are 30 nA and 5 A at 0.2 V for LRS
and HRS, respectively. The evolution of mean read-out currents of 128 devices is shown in Figure 5.4(b).
Here, two distinct states are clearly present for 1000 switching cycles. Mean read-out currents of 30.8 uA
and 3.2 pA at 0.2 V for LRS and HRS, respectively, are changing marginally to 31.6 pA and 3.0 pA. Mean
read-out currents for different read-out voltages V,.c.q < 0.2 V are shown in Figure 5.4(c) for 128 devices
being in LRS and HRS, respectively. The resistance does not scale linearly with the voltage [39]. Using
a sufficient high voltage of 1.3 V or higher leads to reliable switching to LRS while using a sufficient low
voltage of —1.6 V or lower leads to reliable switching to HRS. An even better control on the switching
event can be achieved by using the Incremental Step Pulse with Verify Algorithm (ISPVA), which was used
in this work [42]. It should be noted that applying voltage pulses with lower absolute value of the amplitude
leads to stochastic switching between resistance states, which can be exploited for stochastic learning of

analog data [27]. The stochasticity in amorphous devices is lower than in polycrystalline devices. This can
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Figure 5.4: (a) 4-kbit CMOS-integrated RRAM array of IHP mounted on a PCB as synaptic weights in
mixed-signal neuromorphic circuit; (b) Mean values and standard deviations of the read-out
currents of 128 devices integrated in a 4-kbit chip read-out at 0.2 V for 1000 switching cycles;
(c) Read-out currents dependent on the read-out voltage amplitude and polarity. Red dots and
black squares denoting mean values of 128 devices in LRS and HRS, respectively, while er-
ror bars are depicting standard deviations. The solid lines are showing linear resistors with a
resistance like the devices measured at +0.2 V in LRS (red) and HRS (black).

most probably be attributed to a more homogenous defect distribution in the amorphous devices [27], which
is why these devices are used for the work described here. A thorough characterization of the devices in
terms of switching voltages, endurance, yield and retention is given in [27].

For the deployment of the thresholded model with 10 levels, a mixed-signal neuromorphic circuit with
software-based neurons and hardware synapses was used similar to those shown in [27]. The RRAM chip
was connected via a standard 64 pin integrated circuit socket to a Printed Circuit Board (PCB). Visual
Basic was used to simulate neurons on a conventional computer and to control the experimental setup.
Furthermore, an Arduino Mega 2560 microcontroller board was used to serve the address pins of the RRAM
chip. Read-out and switching pulses were applied using Agilent E5263A Source Measurement Unit (SMU).

Considering the topology of the developed ANN model (Figure 5.2) with one hidden layer and one
read-out layer as well as four and two neurons per layer, respectively, 106 parameters (i.e. synaptic weights

and biases) were required for linking network layers. On the other hand, since every memristive device on
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the hardware represents one level of the thresholded parameters, 1060 memristive devices were required on
the hardware for the implementation of the developed COPD recognition model with 10-level resolution.
Resistance states of 1060 randomly chosen functional devices on a single chip were set to the HRS or
LRS, respective to pre-trained weights. Every network parameter is represented by the combination of 10
devices so that the total value of the parameter is the sum of all 10 device currents read-out with voltages up
to 0.2 V. Here, five devices are read-out with a positive voltage and five device are read-out with a negative
voltage leading to positive and negative currents contributing to the total value of the network parameter.
The minimum absolute value of one synaptic weight or bias is reached, when one device is in LRS and all
other nine devices are in HRS leading to a nominal current of 1 X 30 pA +4 X 5 pA -5 x5 uA =25 pA
determined with 0.2 V. The maximum absolute value is achieved by switching all devices corresponding
to the same read-out polarity to LRS while all others are in HRS. Thus, a nominal current of 5 x 30 pA -
5 x 5 uA =125 pA is flowing. In between, equidistant discrete states can be achieved (shown in Figure
5.5). Devices connecting input layer and hidden layer are read-out with +0.2 V and —0.2 V, while devices
connecting hidden layer and read-out layer are read-out with voltage amplitudes between —0.2 V and +0.2
V as it is explained below. This leads to a non-linear distortion of network parameters, because of the
non-ohmic conduction mechanism depicted in Figure 5.4(c).

After the successful implementation of pre-trained weights on the hardware, the test-subset of data was
used to evaluate the performance of the neuromorphic model for the recognition of COPD and HC samples.
For the recognition of COPD samples with the mixed-signal approach, the 23 input bits of the test-subset
data were applied to the simulated neurons on the input layer, as shown in Figure 5.6. Input bits with a value
1 were applied to the network by voltage pulses of £0.2 V (i.e. +0.2 V or —0.2 V for devices assigned to
a positive or negative contribution, respectively, as explained above), while no voltage was applied for a 0
value input bit. As shown in Figure 5.6, output neurons of every subarray are perceptrons with a sigmoidal
activation function, which receive the sum of current values passing through the devices connected together
with a specific bias value. The read-out of device currents is done serial and they are summed up in
software. A parallel read-out would require an application specific chip design. Nevertheless, a proof-of-
principle for using devices in a hardware neuromorphic circuit can be given using serial read-out. These
current values are normalized by the factor n to the maximum value of the pre-trained analog network to

guarantee the sigmoid function is activated within a reasonable range of values. Thus, the maximum current
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Figure 5.5: Assignment of memristive devices for the appropriate replication of simulation weights on the
hardware, considering current values of 25 uA, 50 uA, 75 pA, 100 pA, and 125 pA for 1, 2, 3,
4, and 5 LRS bits (equivalent for negative bits), respectively.
of 125 pA corresponds to the maximum pre-trained analog value. An activated perceptron i of the second
layer is generating an analog output signals X; within the interval of [0, 1]. These are applied to devices
connecting layer 2 and 3 as voltage pulses with amplitudes X; - £0.2 V with a precision of 10 mV. The
output values of the third layer (read-out layer) perceptrons are denoting whether a test sample belongs
to COPD or HC categories. This realization is in agreement with the theory of neural networks that the
weighted sum of inputs determine the value of a perceptron neuron in the subsequent layer, as demonstrated
in Figure 5.2. Therefore, applying test-subsets of COPD and HC with different input patterns generated
two different current values activating the read-out layer perceptrons of the neuromorphic network leading

to the hardware-based recognition of these two classes.
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Figure 5.6: Application of 23 input bits of the test-subset data to the simulated neurons for the recognition of
COPD and HC samples. Input bits with a value 1 were applied to the network by voltage pulses
of £0.2 V (i.e. +0.2 V or —0.2 V for devices assigned to a positive or negative contribution,
respectively), while no voltage was applied for a O value input bit. Output neurons of every
subarray are perceptrons with a sigmoidal activation function, which receive current values as
the sum of all input voltages weighted with the resistivity values of individual memristive cells.
These input currents are normalized by the factor n to map them to a reasonable range of values
for the activation of the perceptrons. The output of the first perceptron layer is mapped to
voltage pulses with variable amplitudes.

5.1.2.4 Performance Assessment

While the train-subset of every cross-validation fold (64 data points out of overall 80) was used for training

the ANN and computing the 10-level model topology, the test-subset, with 16 data points, was considered

Table 5.1: Performance of the ANN with analog parameters.

K-fold Accuracy Sensitivity Specificity Precision
Fold 1 87.5% 100% 75% 80%
Fold 2 93.75% 87.5% 100% 100%
Fold 3 81.25% 87.5% 75% 77.78%
Fold 4 93.75% 87.5% 100% 100%
Fold 5 93.75% 100% 87.5% 88.89%
Average 90% 92.5% 87.5% 89.3%
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as an external validation dataset for the performance evaluation of models for the recognition of saliva
samples of COPD patients and HC. Tables 5.1, 5.2, and 5.3 report the 5-fold cross-validation performance
of following models, respectively: ANN with analog parameters, ANN model with 10-level resolution
topology, and the HNN with 10-level resolution deployed on the memristive neurmorphic chip. The perfor-
mance measures reported in these tables include accuracy, sensitivity, specificity, and precision for every
cross-validation fold as well as the average of all five folds. The reported accuracy measure in these tables
indicates the performance of a model for correctly recognizing unseen test data, which was calculated as the
percentage of true positives (correctly identified COPD) plus true negatives (correctly identified HC) out of
all assessments. The sensitivity of a model was calculated as the proportion of True Positives (TP) out of all
diseased cases; while the specificity value shows the number of True Negatives (TN) over number of TNs
and False Positives (FP). Precision criterion shows the ratio of true positives over true plus false positives
(incorrectly identified COPD). It should be noted that the hardware realization experiments were repeated
five times for every single cross-validation fold to investigate the repeatability of measurements considering
undesired effects of device-to-device variability and failed switching events. Therefore, results reported in
Table 5.3 represent the average of five repetition for every single cross-validation fold. In addition, Figure
5.7 demonstrates confusion matrices for a single cross-validation fold (fold-5) for the recognition of COPD

and HC samples.

5.1.3 Results and Discussions

As reported in Table 5.1, the ANN simulation with analog parameters provided a high accuracy of 90%
for the recognition of unseen saliva samples of COPD patients and HC. In addition, sensitivity, speci-

ficity, and precision values of 92.5%, 87.5%, and 89.3%, respectively, have been reported for its 5-fold

Table 5.2: Performance of the ANN with 10-level resolution.

K-fold Accuracy Sensitivity Specificity Precision

Fold 1 87.5% 87.5% 87.5% 87.5%
Fold 2 93.75% 87.5% 100% 100%
Fold 3 81.25% 87.5% 75% 77.78%
Fold 4 93.75% 87.5% 100% 100%
Fold 5 81.25% 75% 87.5% 85.7%

Average 87.5% 85% 90% 90.2%
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cross-validation performance, making it a reliable model for the in-vitro diagnosis of COPD. On the other
hand, Table 5.2 presents the performance assessment of the ANN simulation with the 10-level resolution
topology. Although a slight performance degradation compared to its original analog structure, the ANN
model with 10-level resolution provided acceptable accuracy, sensitivity, specificity, and precision values
of 87.5%, 85%, 90%, and 90.2%, respectively, for the recognition of unseen samples within the test-subset.
These results are along with the fact that the multilevel thresholding of a network’s parameters impairs its
recognition performance with respect to its resolution. In a similar manner, deployment of the model with
10-level resolution on the memristive neuromorphic platform has led to an on-chip recognition accuracy
of 89%, indicating the reliability of the approach for the management of COPD in real-world applications
(Table 5.3). In addition, high sensitivity, specificity, and precision values of 86%, 92%, and 92% have been
reported for the on-chip recognition of 16 unseen test samples using the RRAM neuromorphic platform,
making it a suitable technology for the implementation of ML techniques on low-power PoC medical de-
vices. In particular, the network could reliably cope with the device-to-device variability of RRAM devices.
Mean values of read-out currents were 3.9 (+1.0) nA and 35.5 (£3.7) pA for HRS and LRS devices, re-
spectively. Additional to the device-to-device variability, failed switching events led to devices in the wrong

resistance state. On average 2.68 of devices (i.e. 0.25%) were in the wrong state in each experimental run.

Simulation RRAM
[ | e |

Analog parameters 10-level resolution 10-level resolution

HC

COPD

R N W AR U ON®

Actual Medical Diagnosis

HC COPD E HC COPD E HC COPD

Networks Recognitions

Figure 5.7: Confusion matrices for a single cross-validation fold (fold 5) for the recognition of COPD and
HC samples, demonstrating the calculated sensitivity, precision, and specificity measures.
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Furthermore, the non-linear response of devices connecting layer 2 and 3 to voltage pulses with amplitudes
between —0.2 V and +0.2 V (shown in Figure 5.4(c)) did not strongly influence the accuracy. Even though
all three mechanisms, i.e. device-to-device variability, failed switching events, and non-linear read-out
may have affected the recognition performance of experiments, the overall average recognition rate was
only slightly below the simulation with analog values. Nevertheless, in order to reduce the performance
gap between the ANN simulation and its hardware-based replication on the chip, development of binary
ANN models is necessary in the future [43,44]. Alternatively, analog neuromorphic platforms, capable of
replication of analog parameters on-chip, can also be used to address this issue [45].

Figure 5.7 shows the confusion matrices for the fifth cross-validation fold for the recognition of COPD
and HC samples. The high accuracy, sensitivity, specificity, and precision for both simulation- and hardware-
based ML models make them a promising tool for the recognition and management of COPD in PoC en-
vironments. Therefore, the acquired results illustrate the practicality of using a memristive neuromorphic
platform for the on-chip recognition and classification of saliva samples of COPD patients and HC using
real clinical data, which was proposed as the objective of this section.

The results reported in Tables 5.1, 5.2, and 5.3 present similar trends for all five cross-validation folds,
indicating the reliability of the model performance in terms of overfitting. However, similar to any ML
study on a small-sized dataset, generalizability of the presented results to a larger population of samples is
the main limitation of this work, necessitating the extensive collection of data for the management of COPD.
Nonetheless, to the best of author’s knowledge, there is no other comprehensive dataset available up to date,
which can be used for training and evaluating the proposed neuromorphic-oriented ML models for COPD
detection in this work. Therefore, this study is considered as a stepping stone to future investigations in the

field.

Table 5.3: Performance of the memristive neuromorphic chip.

K-fold Accuracy Sensitivity Specificity Precision

Fold 1 88% 90% 88% 88%
Fold 2 95% 88% 100% 100%
Fold 3 81% 88% 75% 78%
Fold 4 94% 88% 98% 97%
Fold 5 88% 75% 100% 100%

Average 89% 86% 92% 92%
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It is noteworthy that the recognition accuracy of the neuromorphic HNN model improves with a greater
number of thresholding levels, thus better replicating its original analog structure. However, a greater
number of thresholding levels requires larger number of memristive devices on the hardware depending
on the complexity of the original network and its number of parameters, thus restricting the resolution
that can be chosen for the hardware deployment with respect to that specific neuromorphic hardware (e.g.
4096 devices for IHP’s RRAM chip). In addition, greater number of devices on the hardware consume
more energy, while requiring a larger chip size and a longer time span for training and executing models
depending on the internal design of the chip. Therefore, the trade-off between the accuracy of models and
their on-chip efficacy in terms of power consumption and chip size for various thresholding resolutions
need to be taken into account for determining the most optimum resolution.

Neuromorphic platforms address the high energy consumption shortcoming of the cloud-based ML
techniques for edge-computing applications. The read-out of all synaptic weights in the experiments con-
sumed on average 614.2 (£60.3) nJ per sample with a read-out pulse duration of 500 us (i.e. the shortest
pulse duration of the used Agilent ES263A SMU). This could be significantly reduced to 12.3 (+1.2) nJ
using 10 us pulses, which also allows a reliable read-out of the used devices [40]. The energy efficiency
of the neuromorphic systems makes them an adequate technology for the integration of ML tools with
low-power PoC medical devices. Hence, additional circuitry for a complete hardware realization (e.g. the
perceptrons) have to be implemented in low power electronics in the future.

As previously highlighted, for the sake of time efficacy, no learning or training was performed on the
neuromorphic chip in this work. This is due to the fact that training a simulation-based model for many
thousand iterations in the backend is far more practical. For instance, training the ANN model, in this
study, for the classification of COPD and HC samples required an average time span of 250 seconds for
3000 learning epochs. Therefore, this work illustrates promising results for the practicality of using pre-
trained neuromorphic chips in complex real-world applications, such as imaging, with time-consuming
training requirements. Nevertheless, RRAM neuromorphic systems can also be used for the on-chip learn-
ing and adaptation to new input patterns by developing network structures and acquiring algorithms [27,46].
Adaptability of these chips to an individual patient data is significantly important for applications such as
the epileptic seizure prediction, where developing a generalizable ML model is not possible [35]. Hence, by

taking advantage of neuromorphic-based ML techniques, developing personalized solutions for the man-
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agement and diagnosis of chronic diseases such as COPD is feasible.

The notable results of this section imply the feasibility of using neuromorphic-based ML techniques
for the enhancement of PoC healthcare solutions for the management of COPD. The energy-efficient neu-
romorphic systems, used in this thesis, are expected to revolutionize the ML-based medicine in the future
by bringing the data post-processing from the backend onto the chip, thus providing accurate and real-time
predictions on the health status of patients. Furthermore, neuromorphic-equipped medical devices will
better protect users’ sensitive medical data without cloud communication requirements. Moreover, imple-
mentation of novel meta learning algorithms, such as few-shot learning, on neuromorphic platforms will
enable the rapid adaptation and real-time learning in these systems with a few data points and the least
possible computation [36,47]. Example of such applications, where online learning and adaptation of a
ML model is crucial, include autonomous driving, surgical robotics, personalized medicine, and precision

diagnostic [47-50].

5.1.4 Conclusions and Future Work

In this section of the thesis, the concept of on-chip recognition of saliva samples of COPD patients and HC
using a memristive neuromorphic platform was investigated. A hardware-friendly artificial neural network
simulation was developed and trained in the backend for the classification of COPD and HC samples using
real clinical data. Subsequently, analog parameters of the trained model were thresholded into 10 levels
and were deployed on a memristive neuromorphic platform for on-chip recognition purposes. The neuro-
morphic chip with 10-level resolution provided a remarkable accuracy of 89% for the on-chip recognition
of COPD and HC samples, offering an alternative approach to cloud-based ML methods required for the
management of COPD in PoC environments. As the next step, a binary ANN model for the prediction of
epileptic seizure will be developed and deployed on the introduced memristive neuromorphic system for

the on-chip forecasting of epilepsy scenarios using low-power healthcare wearables.
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Chapter 6

Further Potential Applications

6.1 Epileptic Seizure Detection Using a Neuromorphic-compatible

Deep Spiking Neural Network

This section discusses the further applications of the technology in biomedicine. For instance, the appli-
cability of neuromorphic-based machine learning techniques for the detection of epileptic seizure has been
investigated. Monitoring brain activities of Drug-Resistant Epileptic (DRE) patients is crucial for the effec-
tive management of the chronic epilepsy. Implementation of machine learning tools for analyzing electrical
signals acquired from the cerebral cortex of DRE patients can lead to the detection of a seizure prior to its
development. Therefore, the objective of this part was to develop a deep Spiking Neural Network (SNN)
for the epileptic seizure detection. The energy and computation-efficient SNNs are well compatible with
neuromorphic systems, making them an adequate model for edge-computing devices such as healthcare
wearables. In addition, the integration of SNNs with neuromorphic chips enables the secure analysis of

sensitive medical data without cloud computations. Results of this section are published in [1].

Introduction: Epilepsy is a common chronic neurological disorder, affecting millions of people world-
wide [2]. High mortality rate of epilepsy—due to its direct and indirect consequences such as accidents,
drowning, falling injuries, and sudden unexpected death due to long-term brain damages—necessitates the
adequate management and monitoring of the disease for reducing its potential risks. Although the develop-

ment of antiepileptic drugs have significantly improved the treatment quality of the disease, more than 30%
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of patients still suffer from a particular type of epilepsy known as Drug-Resistant-Epilepsy (DRE) [2]. In
the absence of a curative therapy for DRE, surgical treatment might be the only viable option for reducing
the seizure frequency in patients. However, considering the complex mechanism of DRE, achieving radical
improvements through surgical operations, alone, is not feasible [2]. Therefore, tracking the electrical ac-
tivities of the cerebral cortex, by implanting electrode grids known as intracranial electroencephalography
(iEEG) into the skull, provides important information on the treatment progress of DRE; while enabling
the accurate prediction of a seizure prior to its development [3]. The availability of long duration iEEG
recordings, acquired from DRE patients in clinical settings, has facilitated the adequate statistical analysis
for the real-time seizure forecasting, thus transforming the epilepsy care [3,4]. Various Machine Learn-
ing (ML) techniques, or more specifically deep learning methods, have been applied in recent studies for
predicting seizures in drug-resistant epileptic patients [4,5]. Despite the remarkable performance of the
developed Deep Neural Networks (DNNs) for forecasting epileptic seizure, their implementation on the
real-world mobile medical devices for point-of-care (PoC) applications is still not practical. This is due to
the fact that the astonishing performance of DNNs comes at the cost of immense energy consumption and
enormous computational power, thus, requiring cloud computations [4]. On the other hand, complexities
associated with cloud communications such as robustness against interference, wide bandwidth require-
ments, low latency, and data security limit the application of DNN-based methods in sensitive fields like
healthcare. On the contrary, hardware-based neuromorphic systems address these limitations by bringing
the data-processing from the backend onto the chip, offering an energy-efficient platform for the real-time
analysis of acquired medical data in a secure manner with less time delay [6,7]. However, the conversion of
DNN’s sophisticate architecture into a rudimentary neuromorphic structure often impairs the accuracy and
performance of the network [4]. As an alternative, biologically-plausible Spiking Neural Networks (SNNs)
comply better with the specifications of neuromorphic systems considering their incomplex network struc-
ture [8]. Although, development of deep SNNs for performing complex tasks is still challenging (due to the
discrete nature of spikes), recent attempts in using surrogate gradients for the backpropagation calculations
have shown promising results for simplifying the algorithmic complexities associated with training these
models [8,9]. Therefore, the objective of this section was to develop a neuromorphic-compatible deep SNN
for the epileptic seizure detection using a surrogate gradient-based learning algorithm. The implementation

of the developed SNN model on IHP’s HfO2-based Resistive Random Access Memory (RRAM) neuro-
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morphic chip will enable the real-time detection of diseases in the future [7]. The inherent stochasticity
of CMOS-integrated RRAM devices enables the on-chip learning possibilities using various ML models
including SNNs [6]. As a result, advancements in developing neuromorphic-compatible SNNs for med-
ical applications will pave the way towards the better integration of Artificial Intelligence (AI) with PoC
medical devices and biosensors [10—12]. In addition, the integration of the surrogate gradient model with
novel training algorithms such as a few-shot learning, will enable the on-chip training of the SNN-based

neurmorphic chips in medical applications with limited data availability [13].

Materials and Methods: The open access chronic ambulatory iEEG data, provided for the Kaggle
seizure detection-prediction competition (https://msel.mayo.edu/data.html), were used in this study for
training and evaluating the developed model. The dataset contains information on three classes of seizure
(ictal), pre-seizure (preictal), and seizure-free (interictal) signals. The ictal segment of the signal is a rep-
resentative of the period when a patient experiences a seizure, while the preictal segment represents the
1-hour time window prior to a seizure development. The interictal segment represents any signal period at
least 4 hours before or after a seizure has been recorded. The provided data clips for the seizure prediction
task were 10-minutes in duration with a sampling frequency of 400 Hz. The iEEG data were collected from
canine subjects using surgically implanted electrodes with 15 channels. The similar seizure mechanism be-
tween human and dogs, make the acquired data from canine subjects very valuable for clinical applications.
On the other hand, the provided data clips for the seizure detection task were 1 second in duration with a
sampling frequency of 400 Hz. The iEEG data were collected from human subjects using surgically im-
planted electrodes with 55 channels. For training our network, 100 iEEG recordings (30-seizure (ictal) and
70-seizure-free (interictal)) of a single patient were split into the training and validation datasets with 70 to
30 percent ratios, respectively. In addition, 41 data points (27—seizure (ictal) and 14—seizure-free (interic-
tal)) were used as the unseen test dataset for the network performance evaluations. Prior to the conversion
of iEEG signals into spikes, spectrograms of the recorded data were calculated using the short-time Fourier
transform in order to extract the time-frequency representations of the signals in the range of 0-200 Hz with
155 time-steps. The spectrogram transformation was done using the Scipy library of Python on the Jupyter
Lab environment. As shown in Figure 6.1, a deep spiking neural network with two convolutional hid-

den layers was developed using the PyTorch library. The conversion of the analog iEEG spectrograms into
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Figure 6.1: Architecture of the developed deep SNN for the epileptic seizure detection.

spikes has been done at the first input layer of the network. The weighted sum of the generated output spikes
are the inputs of the following hidden layers. The readout layer with a softmax activation function has two
output neurons, representing the seizure and seizure-free categories. The hidden layers are two-dimensional
convolutional spiking layers with 32 neurons and a kernel size of 4x 3. It is noteworthy that, the temporal
dimension of the convolution in the time-frequency domain is a representative of the propagation delays of
the input spikes. Considering the discrete nature of spikes, the surrogate gradient method was used for the
backpropagation calculations. For this purpose, a Sigmoid function (with a scale of 8) was used to approx-
imate the derivative of the Heaviside step function. Rectified-Adam optimizer, with a 0.0001 learning rate,
and the cross entropy error function were used for training and optimizing the network parameters. Further
details of the SNN model are available at the following repository: https://github.com/Pouya-SZ/DSCONN.
After modeling the SNN, the pre-processed iEEG data were fed into the network for 20 training epochs

with a batch size of 70. Finally, the trained network was used to predict the labels of the unseen test data.

Results and Discussions: The developed deep SNN model provided a validation accuracy of 93.3% for
the epileptic seizure detection task, after 20 cycles of training. In addition, the network predicted the correct
label of the unseen test signals with an accuracy of 97.6%. As illustrated in the confusion matrix of Figure

6.2(a), the SNN provided precision and sensitivity values of 100% and 96.3%, respectively, on 41 unseen
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Figure 6.2: (a) Confusion matrix for the SNN performance on the unseen test data; (b) Sketch of a PoC
healthcare setup for the epileptic seizure detection using a healthcare wearable equipped with
neuromorphic chips and a smartphone user interface.

test data with only one false-negative prediction. The high performance of the developed SNN makes it a

reliable model for edge-computing devices capable of real-time detection of seizure episodes. Figure 6.2(b)

shows an example of such a wearable device which could be used as an epileptic seizure detector in a PoC

setting. In such a setup, the iEEG signals acquired from patient’s cerebral cortex can be transmitted by a

portable transducer to the healthcare wearable such as a smart watch. The obtained data by the wearable

device can be processed locally using a neuromorphic chip, prior to sending to a smartphone-based user
interface for patient records.

As presented in Table 6.1, the introduced deep SNN was able to perform a complex classification task,
the epileptic seizure detection, in an accuracy range comparable to the performance of the well-established
DNNs. Furthermore, the biologically-inspired structure of SNNs comply better with the hardware-based
neuromorphic systems, while requiring less energy and computational power, thus making them an ade-
quate approach for edge-computing applications such as mobile medical devices. As a result, the imple-
mentation of the SNN-based ML techniques on the healthcare technologies and medical wearables will

revolutionize the PoC medicine in the upcoming years.

Table 6.1: Performance of the introduced SNN compared to DNNs.

Accuracy (%)
SNN 97.6
DNN-classifier [4] 95
Convolutional-DNN [5] 99.6
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Preliminary results of the network performance for the seizure prediction task provided validation and
testing accuracies of 87.5% and 93.05% , respectively. However, the repeatability of the results were
questionable due to the over-fitting issue experienced during training the network. The over-fitting problem
could be due to the small number of data points used for training. Moreover, the prediction task is, without
a doubt, a more challenging and complex task compared to the seizure detection, considering the slight
differences between two signal categories. Therefore, further investigation on a vast dataset are required for
improving the network performance in the future and to make the results more generalizable and reliable.
In addition, taking advantage of the phase information for the spectrogram transformation could possibly
improve the network performance.

Al-equipped medical devices will bridge the gap between patients in remote locations and the med-
ical staff by accurate monitoring of patients’ health status. Moreover, Al will remarkably improve the
management of chronic and degenerative conditions such as epileptic seizure by predicting the critical and
emergency conditions. Additionally, collection of further health-related data from patients through edge-
computing technologies, such as the one introduced in this thesis, will facilitate the statistical analysis of
medical conditions with better therapeutic outcome for patients. Nonetheless, the trade-off between the
mentioned benefits and the risks related to securing sensitive medical data is still a significant concern
challenging governments and policy makers today. Therefore, investments for developing precise data
safety regulations as well as patient-oriented secure technologies is of great importance. Among these
technologies, Al-enabled neuromorphic devices will most likely provide the best platform for patients to
take advantage of the Al-based medicine, while having control over their personal data and medical pri-
vacy. Therefore, the integration of the presented SNN model, for the epileptic seizure detection, on our

previously developed neuromorphic platform is the future work of this thesis.

6.2 Potential Application of BiCMOS Biosensors for the Recognition of
SARS-CoV-2 Through Dielectric Spectroscopy of Saliva Specimens
This section discusses the potential application of BICMOS biosensors for the recognition of the novel

coronavirus in a near-patient environment, through dielectric spectroscopy of saliva specimens. The advan-

tages of the developed BICMOS permittivity biosensor such as portability, low-cost, ease of operation, and
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capability of rapid measurements make it a suitable technology for remote testing, required for controlling

the highly transmissible coronavirus outbreak.

Introduction: Emergence of the highly transmissible novel coronavirus disease (COVID-19) has caused
a worldwide pandemic with significant socio-economic impact. Severe Acute Respiratory Syndrome Coro-
navirus 2 (SARS-CoV-2) primarily spreads between people through close contact, leading to complications
such as pneumonia [14]. In the absence of an effective vaccine or other contemporary prevention methods,
rapid detection of the disease plays a pivotal role for the control of the virus spread [15]. Therefore, remote
testing is necessary at outbreak hotspots such as prisons, airports, border controls, stadium entrances, drive-
through testing stations, elderly houses, and hospitals for the effective identification, isolation, and contact-
tracing. In addition, the best treatment outcome is possible, when patients receive appropriate medicine
within the first 24-30 hours of first infection symptoms [14, 16]. However, current conventional methods
used for the detection of the virus are time consuming, laborious, expensive, and require specialized facil-
ity and trained operators, thus making them inappropriate for PoC diagnosis [15, 16]. Two main types of
conventional methods for the detection of SARS-CoV-2 are genetic and serological tests [15,16]. Among
serological tests, the most commonly used methods are enzyme-linked immunosorbent assay, hemaggluti-
nation inhibition assay, microneutralization—virus neutralization assay, single radial hemolysis, complement
fixation assay. Serological tests characterize antibodies in bloodstream, identifying subjects who have been
exposed to the virus over the course of their lives and recovered. In principal, antibodies attach themselves
to specific proteins on the surface of a pathogen for disabling it. Therefore, a serological test works by using
such a protein referred to as an antigen (spike protein in case of SARS-CoV-2) to capture antibodies from
a blood sample. Typically, a person’s blood sample would be coated with proper antigen inside a test tube.
If relevant antibodies were present, they would stick to the antigen through antigen—antibody interaction
and immunocomplex-enzyme linkage, resulting in color change. Although serological tests are cheap and
simple, they do not reveal any information about the current infections and they provide limited sensitivity
due to cross-reaction to other types of coronaviruses. Moreover, these kinds of tests require paired serum
samples, collected at the beginning of an infection and 2-4 weeks after the initial swab. Hence, results from
a single serum specimen are not interpretable, making these tests unfavorable for the rapid detection of the

virus in PoC [15-17]. In contrast, genetic tests identify active infections through detection of viral RNA in
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Table 6.2: Available RIDTs for the PoC diagnosis of SARS-CoV-2.

Company Test Technology | Time Sample
(Author) (Min)
bioMérieux BIOFIRE serology 45 blood
Cepheid Xpert RT-PCR 45 nasal swab
BioMedomics | COVID19 serology 15 blood/serum
MIT STOPCovid CRISPR 60 nasal swab
Bosch Vivalytic molecular 150 | blood/serum
Mesa Biotech Accula PCR 30 nasal swab
Abbott ID NOW molecular 13 nasal swab
Corman et al. | RdRp assay | rRT-PCR 180 nasal swab
SolGent DiaPlexQ RT-PCR 120 nasal swab
Roche LightMix gPCR 150 nasal swab

respiratory specimens. Nasal or throat swabs taken from suspected subjects are analyzed for RNAs contain-
ing SARS-CoV-2 genes. As the first step, any collected RNA from samples is copied into DNA using an
enzyme called reverse transcriptase. Subsequently, the converted DNA is amplified in quantity by a process
called the polymerase chain reaction. Finally, the amplified DNA is sequenced and matched against the
virus’ gene sequences. Reverse Transcriptase-Polymerase Chain Reaction (RT-PCR), therefore, is among
the most commonly used methods in this frame, providing high specificity and sensitivity. However, the
high cost and time-consuming nature of genetic tests are their main disadvantage for PoC applications. In
addition, the invasive process of obtaining sputum samples or nasal swabs causes inevitable coughing in
subjects, thus necessitating skilled operators with proper protection against the infection [15-17]. Apart
from the two main testing methods, various technologies have been used for the development of Rapid In-
fluenza Diagnostic Tests (RIDT), as presented in Table 6.2. Although the introduced RIDTs offer promising
performance for PoC diagnosis of SARS-CoV-2, their inefficiency in terms of specificity, time, and cost of
testing limit their application in the existing circumstances [15-19].

As an alternative to conventional approaches, electrochemical biosensors have long been discussed for
the identification of influenza viruses thorough label-free DNA sensing, considering the electroactivity of
DNA compounds, as reported by Palecek on the oscillographic polarography of DNA [17,20-22]. Com-
mon electrochemical sensors used for the detection of influenza viruses are capacitive sensors, conductivity

sensors, piezoelectric sensors, impedance immunosensors, and glucometers [17,20-22]. Integrability of
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these technologies into micro-scale devices is of great importance for PoC, making the diagnosis process
laboratory-independent and reducing the overall testing cost and time. Similarly, Complementary Metal-
Oxide Semiconductor (CMOS)-based electrochemical biosensors offer numerous advantages for PoC ap-
plications such as high accuracy, low-power consumption, rapid measurements, reliability, mass producibil-
ity, portability, low cost, operation simplicity, and compatibility with label-free measurements, thus making
them a suitable technology for the detection of SARS-CoV-2 in a near-patient environment [11,12]. There-
fore, the objective of this paper was to discuss the possibility of using Bipolar CMOS (BiCMOS) biosensors
for the recognition of saliva specimens contaminated by SARS-Cov-2. For this purpose, a portable BiC-
MOS permittivity biosensor is introduced in the next and its performance for the dielectric spectroscopy
of control samples is reported. Integration of the introduced technology with advanced Machine Learning
(ML) techniques could possibly enable the real-time detection of SARS-CoV-2 through characterization of
saliva in PoC setup. It must be highlighted that clinical studies are yet required to investigate the diagnostic

link between dielectric properties of saliva specimens and the SARS-CoV-2 virus [14,23-25].

Results and Discussions:  Although clinical experiments have yet to be performed to assess the real-world
performance of the system for the recognition of SARS-CoV-2, previous studies have shown promising
results for dielectric spectroscopy of saliva specimens using BiICMOS biosensors [11,26]. Despite the
fact, the high working frequency of the introduced sensor makes it suitable for the characterization of
saliva samples with dominant water contents, literature studies have recommended frequency ranges of
100-500 KHz for the dielectric spectroscopy of influenza viruses [20]. Therefore, in case of an inadequate
performance with clinical samples, a new design is required to tune the working frequency of the sensor
into lower ranges.

As previously discussed, nasopharyngeal swab is the most commonly obtained specimen for the de-
tection of influenza due to its high concentration of virus [23]. However, considering its invasive and
uncomfortable collection procedure, it is challenging to obtain these types of swab in a safe manner with-
out risking an operator’s exposure to the infection. Therefore, it is necessary to develop novel diagnostic
tools for the characterization of saliva, as an alternative with better patience compliance, for the recognition
of SARS-CoV-2 in PoC [23,24].

Previous studies on the dielectric spectroscopy of saliva using BiICMOS sensors have reported higher
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Figure 6.3: Architecture of a neural network for the classification of SARS-CoV-2.

sensitivity values compared to the sensor specificity [11]. In other words, sensor has provided more false
positive results than false negative, which is significantly important for controlling virus outbreak through
accurate contact-tracing and data transmission gathering. Furthermore, a highly sensitive sensor would
enable the accurate exclusion of healthy subjects, thus reducing the burden on the healthcare system and
lab-based testing units.

Latest studies on the mechanism of SARS-CoV-2 have highlighted the importance of demographic
parameters for the effective identification and treatment of objective cases [14, 15]. These parameters
include, but are not limited to, age, gender, body temperature, blood type, living district, travel history,
medical conditions, etc. As a result, implementation of ML methods is necessary for the comprehensive
recognition of SARS-CoV-2 in PoC by concurrent consideration of patients’ demographic information
together with biosensor measurements on the characterization of saliva specimens. Figure 6.3 illustrates the
basic structure of a neural network for the classification of SARS-CoV-2 subjects in PoC. The importance
of data analytics through ML approaches has been previously described for the recognition of diseases

using biosensors [7].

Conclusions and Future Work: This section discussed the significance of using BICMOS dielectric

biosensors for the recognition of saliva samples of SARS-CoV-2 in PoC. The developed BiCMOS permit-
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tivity biosensor was proposed as a potential technology for this specific application. The high performance
of the biosensor as well as its portability, low cost, ease of operation, and rapid analysis makes it an ade-
quate technology for near-patient measurements required at virus outbreak hotspots. Clinical assessments
on saliva samples of COVID-19 patients are required for the assessment of the proposed approach in the
future. Integration of ML techniques on the sensor output together with the demographic information of

subjects can enable the effective identification and prevention of the virus spread.
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Chapter 7

Concluding Remarks and Future Work

7.1 Summary

The work presented in this thesis described the development of a novel Al-equipped biosensor for the man-
agement of COPD in a PoC setup. Throughout this thesis, a comprehensive literature review was performed
to show the absence of an appropriate technology for the recognition of COPD in a home-care environment.
Up to date, there are no commercially available technology for COPD staging in PoC, due to the short-
comings of conventional testing methods such as spirometry and complexity of tracking salivary protein
biomarkers using portable devices. Therefore, the novel hypothesis of this work was to scrutinize whether
the mechanical (viscosity) or electrical (dielectric) properties of saliva change upon the development of a
COPD; and whether ML tools, applied on this information together with the demographic parameters, can
identify the diagnostic status of patients. As a result, a portable permittivity biosensor was developed in
this work and its in-vitro performance for the recognition of COPD samples was evaluated using saliva
samples of COPD patients and healthy controls. Results of the clinical assessments were reported online
in the frame of a novel dataset, Exasens, for the public use. Moreover, various ML techniques were ap-
plied on the obtained results, demonstrating the significant role of Al-based techniques for the management
of COPD. The deployment of the developed ML models on a memristive neuromorphic chip has shown
the practicality and importance of using neuromorphic platforms for medical applications, with strict data

safety regulations.
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Contributions: The work presented in this thesis shines a spotlight on the need for further investments
in PoC technologies for COPD management. Nevertheless, the proposed CMOS-based biosensor, inte-
grated with neuromorphic-compatible ML techniques, has the potential to revolutionize the management
and recognition of chronic and degenerative diseases such as COPD near, or at, the point of patient care.
Neuromorphic-equipped medical devices will most likely provide the best platform for patients to take
advantage of the Al-based medicine, with strong data security and high privacy. The more specified contri-

butions of this thesis are as follows:

* A BiCMOS permittivity biosensor was developed for the rapid characterization of saliva samples of
COPD patients and healthy controls. The biosensor was fully integrated into a handheld device and
provided promising results through clinical assessments. The capability of the biosensor to distin-
guish between dielectric properties of saliva samples of COPD and HC, opened up a new window
into different methodologies for the early recognition of COPD. The low-cost, high accuracy and
repeatability, simplified packaging, ease of cleaning, portability, and rapid detection capability of the

biosensor made it a suitable technology for medical diagnostics in PoC.

* Various ML techniques including perceptron-based artificial neural networks, XGBoost, SVM, NB,
and LR were applied for the in-vitro classification of saliva samples into COPD and HC categories.
Although the XGBoost algorithm provided the best performance for classifying saliva samples in the
backend, the better compatibility of ANN with the the hardware implementation requirements made
it a favorable model for the on-chip recognition using a memristive neuromorphic chip. Therefore,
the shortcomings of cloud-based ML techniques for real-world medical applications, such data safety

concerns and high computation cost, were addressed through hardware-based approaches.

* The concept of the on-chip recognition of saliva samples of COPD patients and HC using a memris-
tive neuromorphic processor was investigated. A hardware-friendly artificial neural network simula-
tion was developed and trained in the backend for the classification of COPD and HC samples using
real clinical data. Subsequently, the trained classification model was thresholded into 10 levels and
was deployed on a memristive neuromorphic processor for on-chip recognition purposes. The digital
neuromorphic chip provided a remarkable accuracy for the on-chip recognition of COPD and HC

samples, offering an alternative approach to cloud-based ML methods required for the management
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of chronic disease in PoC environments.

7.2 Future Work

This thesis investigated the feasibility of using CMOS-based biosensors for the characterization of saliva
samples of COPD patients and their on-chip recognition using neuromorphic-oriented machine learning
algorithms. Several points of improvement were identified that could increase the quality of measurements
and the system performance in the future. In addition, other potential applications of the neuromorphic
technology in biomedicine and biomedical engineering were discussed. The following points highlight the

expected developments and modifications as future work:

* As a common issue with capacitance-based sensing technologies, the vulnerability of the developed
biosensor for characterizing highly water-dominated mediums such as saliva needs to be addressed

in the future by enhancing the sensor design.

* Brain-inspired machine learning algorithms such as spiking neural networks, with better compatibil-
ity with neuromorphic platforms, will be developed for the COPD recognition task using the collected

clinical data.

* For the better replication of simulation neural networks on neuromorphic platforms, binary ANN
models will be developed and implemented for the COPD recognition task. Furthermore, possibility
of using analog neuromorphic platforms, capable of replication of analog parameters on-chip, will

be investigated as an alternative solution for the discussed issue.

* As a potential application for bio-neuromorphics, the proposed technology in this thesis will be
used for the on-chip forecasting of epileptic seizure in a PoC environment using low-power health-
care wearables. In addition, the practicality of using the developed biosensor for the recognition of

coronavirus-contaminated saliva samples will be investigated in the future.
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Technical Drawings and Expanded Views
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Figure A.1: Expanded view of the biosensor packaging illustrated in Fig. 3.9.
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Figure A.2: Technical drawing for the sensor holding part, illustrated in Fig. 3.9.
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Figure A.4: Technical drawing for the display cover, illustrated in Fig. 3.9.
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Figure A.5: Expanded view of the laptop-shaped foldable packaging illustrated in Fig. 3.10.
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Figure A.6: Technical drawing for the biosensor housing, illustrated in Fig. 3.10.
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Figure A.7: Technical drawing for the interface housing, illustrated in Fig. 3.10.



