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This deliverable has been conceived in the frame of T4.2 - Clinical protocols and requirements,
which is devoted to the organization of the assessment methodology to be implemented in
each use case after risk stratification of citizens and development of clinical scenarios. All the
designs will be based on feedback and results of relevant WP3 and WPS5 tasks. The following
actions will be deployed:

— Developing and agreeing on the sampling plan;

— Choosing and testing measurement instruments;

— Choosing the early diagnosis clinical pathways;

— Choosing the diagnosis workflow; and

— Planning the data collection and the validation protocols.

After the protocol design (which has already been finalized), all the authorizations required
by regulatory authorities will be obtained.

This deliverable provides the essential regulatory and research documents for the beginning
and development of Task 4.4 - Diagnosis and precision follow-up and stratification, under
which high-risk selected volunteers and lung cancer diagnosed patients will be recruited from
the general population prospective study.

The content of this deliverable summarizes the clinical protocol for the cohort study in the
Precision Screening and Diagnosis, and the regulatory authorizations that must be obtained
before the enrollment of the first participant in the study.

This deliverable includes the following information:

— Final version of the study protocols of each clinical site, as sent to each one of their
respective ethics committees.

— Regulatory authorizations required for the enrolment of the first study participant.

The consortium partners have finalized and agreed on the common prospective clinical
protocol, which ensures we reach the highest standards of quality and clinical and scientific
relevance. The protocols have already been submitted to each one of the Ethics Committees
for its approval request in December 2023.
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We foresee to obtain the approval of the Ethics Committees in the coming months and start
the recruitment of the volunteers that will participate in the prospective clinical study as soon
as we get those approvals.

Since the approval has not been obtained yet, we provide in this document the documents of
Request for Evaluation of research projects by the Ethics Committees of each clinical site until
we obtain the approvals. Once we get them, we will provide also these regulatory
authorizations.
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In this section, we provide the clinical protocols as each one of the clinical sites have sent
them to their respective ethics committees for their approval.

The 4 clinical sites that will take part in the General Population Screening prospective clinical
study are:

— Andalusia: Servicio Andaluz de Salud

— Basque Country: Osakidetza — Servicio Vasco de Salud

— Belgium: Centre Hospitalier Universitaire De Liege

— Latvia: Latvijas Universitate (Centre for Tuberculosis and Lung Diseases of Riga East
University Hospital).

Even though, at the core, the protocols for the prospective clinical study are mainly the same,
each clinical site has included slight modifications to the protocol to adapt it to the capabilities
and clinical practice of their respective institutions and health care systems.

These modifications do not entail any risk to the objectives, vision and ambition of LUCIA.
Furthermore, they ensure that the study is manageable and adaptable to the healthcare
systems of the 4 European regions (Liege, in Belgium; Riga, in Latvia; and the Basque Country
and Andalusia, in Spain) that take part in the clinical study.

Below, we provide the common text for the Precision Screening and Diagnosis prospective
protocol in which we address the slight differences applied in each clinical site. To consult the
full text of the versions of the “Clinical Management and Study Plan” sections included in each
one of the protocols sent to the Ethics Committees, please, go to the Annexes section.
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1. OBJECTIVES AND PURPOSE OF THE PROJECT

1.1. Hypothesis

Determining eligibility for screening by individualized risk (based on age, detailed smoking
history, work exposure, and other risk factors such as ethnicity and family history of lung
cancer) and the development and validation of lung cancer risk predictive models can
improve screening efficiency and reduce LC morbi-mortality.

These models allow implementing new clinical pathways and diagnosis workflows to ensure
fast diagnosis and confirmation, including subtype of lung cancer classification.

According to the principles set out by Wilson and Jungner in 1968, a screening program should
be based on a pathology that can be improved through population screening. In addition,
screening tests must meet a series of criteria, such as: the test must be well accepted; costs
must be balanced with benefits; the risks, both physical and psychological, should be less than
the benefits and there must be an adequate test to detect it in the initial stage, among others.
Nowadays, another important limitation in the implementation of population screening
programs for lung cancer are the risks of radiation and the high cost of low-dose CT as a
screening test. This is why LUCIA aims to develop and validate new tests, based on novel
technologies, which will allow for the implementation of more efficient, acceptable and
equitable population screening programs in the early future.

1.2. Main Objective

LUCIA aims to develop prediction models for early diagnosis of lung cancer based on the
identification of risk factors and a deeper cellular understanding, by the register of real-world
data; with risk assessment tools, noninvasive screening devices and omics analysis.

1.3. Secondary Objectives

— Analyze and validate the impact of real-world data to identify risk factors models
related with the development of lung cancer.

— ldentify cohorts based on levels of risk of developing lung cancer.

— Evaluate the risk assessment model for predicting lung cancer in non-smokers.

— Analyze and validate new risk factor assessment tools and Al models to be
implemented in lung cancer screening programs.

— Develop a deeper cellular understanding to evaluate potential changes in the
diagnosis workflow, including the subtype of LC classification.
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Analyze all strategies in different epidemiological and sociodemographic context to
carry out an effective screening.

Develop an advanced polygenetic scoring combined with biomarker inputs for lung
cancer.

Analyze the diagnostic accuracy of new screening tools for early detection in lung
cancer.

Describe the socio-economic structure of the trial participants and assess the
representativeness of individuals with lower socioeconomic backgrounds and gender
balance.

Further evaluate sex and gender differences in lung cancer risk and screening
effectiveness.

2. METHODOLOGY

2.1. Study Design

This is an analytical observational, longitudinal, multicenter cohort study.

2.2. Study Period

This study estimates a recruitment period of 18 months.

The total duration of the study is estimated for 36 months, including the time
necessary after the recruitment of the last subject for closing and editing the
database, data analysis and preparation of the final study report.

2.3. Study Population

Adult subjects (40 years old or higher), smokers and non-smokers, both women and
men who have the capacity to comply with the study follow-up and sign the informed
consent, will be recruited from “Servicio Andaluz de Salud” (SAS), “Osakidetza Servicio
Vasco de Salud” (OSA), “Centre Hospitalier Universitaire de Liege” (CHUL) and “Centre
for Tuberculosis and Lung Diseases (CTLD) of Riga East University Hospital (REUH)”.

2.4. Selection Criteria

2.4.1. Inclusion Criteria (for the 3 phases)

o Subjects aged between 40 and 80 years;
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o Both genders, of which at least 37% must be women to ensure
representativeness;!
o Willingness and ability to comply with scheduled visits, laboratory tests, and other
trial procedures;
o Written informed consent obtained prior to performing any protocol-related
procedures.
For Phase 2: Precision Screening:
o Highrisk of developing Lung Cancer volunteers will be selected by Lung Cancer
risk factors modelling.
— For Phase 3: Diagnosis:
o Patients diagnosed with indeterminate pulmonary nodules or Lung Cancer
from the screening phases.

2.4.2. Exclusion Criteria

— Subjects under 40 years of age;

— Unable to be followed-up for at least 2-years or complete the study;

— Subjects that do not sign the informed consent;

— Current or prior history of lung cancer;

— History of neoplasia in the previous 5 years except non-melanoma skin cancer;

— Moderate-severe comorbidities that prevent completion of a diagnostic study in the
event of findings suggestive of lung neoplasia (by means of the investigator's clinical
judgment) or surgical intervention (<6 months) if not previously confirmed by
cytohistology.

— Vulnerable subjects: severe psychiatric comorbidity, adults under guardianship or
deprived of liberty.

— Pregnant women.

2.5. Randomization Process

All participants who have signed the informed consent will be assigned a unique identifier
and receive the baseline screening.

There will not be any randomization process. The whole study population will be assessed
and followed up.

1 Source: GLOBOCAN 2023 (https://gco.iarc.fr/)
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3. SAMPLE DETERMINATION AND SAMPLING

To achieve a precision of 1.00% in estimating a proportion using a two-sided Normal
asymptotic confidence interval at 95.00%, assuming that the proportion is 8.60% (GLOBOCAN
2020; http://gco.iarc.fr) and effect side of 0.2, it will be necessary to include 5,674 volunteers
in the study. Considering that the expected percentage of dropouts is 10.00%, it would be
necessary to recruit 6.160 volunteers in the study.

We will ensure that at least 37% of the subjects included in the study are women and that
20% of the whole population in the study are non-smokers or reduced smokers (subjects that
have smoked less than 100 cigarettes in their life).

This will lead to a minimum of 2,279 women and 1,232 non-smokers or reduced smokers
(NSRS).

6 months after the beginning of the project, an interim analysis of the recruited patients will
be carried out to verify the heterogeneity of the sample, to ensure that we comply with the
representativeness of each group in the study, and to reach the statistical power necessary
to achieve the objectives of LUCIA. If the sample size needs to be increased, new voluntaries
will be recruited from pneumology consultations of the clinical partners.

Also, if the minimum percentage of subject per group is not achieved, the recruitment will
follow in the misrepresented group until the balance is restored.

During this interim analysis, during phase 1 (wide population screening), if the minimum
number of subjects is not achieved, we will include patients with findings of indeterminate
pulmonary nodules in specialized consultation who meet the rest of the inclusion criteria.

Based on the NLST and NELSON trials, the prevalence of the general population at high risk of
developing lung cancer could be 6.6-8.9%.2 LUCIA intends to establish models that identify
the population at high risk, a subsidiary of population screening for lung cancer, with greater
precision. Based on the contrasted evidence in the literature, it was estimated that the follow-
up cohort in precision screening could be around 300-400 volunteers. Through the
implementation and validation of new screening technologies in LUCIA, we aim to improve
the early diagnosis of lung cancer. With an estimated increase from 25% (current figures for

2 Gonzalez-Marrén, A., Martin-Sanchez, J. C., Matilla-Santander, N., Cartanya-Hueso, A., Lidén-Moyano, C.,
Vidal, C., Garcia, M., & Martinez-Sanchez, J. M. (2018). Estimation of the adult population at high risk of
developing lung cancer in the European Union. Cancer epidemiology, 57, 140-147.
https://doi.org/10.1016/j.canep.2018.10.007

10
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diagnosis in early stages according to the American Cancer Society)3 to 65% with the follow
up population (to reach a power of 90% and a level of significance of 1.0%) decreased to a
sample size of 210 volunteers. On the other hand, based on the risk of general population in
developing a lung cancer, we can estimate that more than 300 patients will be followed with
the diagnosis of pulmonary nodules or LC, considering the prevalence of these pathologies in
Europe. A total of 1,000 will be targeted and reached by extending the recruitment to also
include patients with new diagnosis of pulmonary nodules or LC, outside the screening
phases, to ensure the stuffiest data for Al modelling of pathology and risk factors.

In this phase, in order to reach the objective of recruited participants, i.e., the needed number
of patients with the diagnosis of pulmonary nodules or LC, if necessary we will include
patients from consultancies of Pneumology or Oncology settings.

Finally, to ensure that we comply we the project’s goal, during phase 3 (diagnosis) we will
include both CT screened patients that are referred for follow up scan because of the
presence of Indeterminate Pulmonary Nodules (IPN), and subjects identified Lung Cancer
following their baseline scan.

4. SCIENTIFIC VARIABLES

4.1. Main Variable

The main variable is the presence of pulmonary nodules and/or Lung Cancer diagnosis
identified by tomographic tests.

4.2. Secondary Variables

— Clinical Variables:

o Sociodemographic data: age, gender, ethnicity, socioeconomic factors,
deprivation index, education level.

o Physical exploration: height, weight, Body Mass Index (BMI), blood pressure,
heart rate, respiratory rate.

o Spirometry result.

o Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD (+GOLD classification)/ asthma, Interstitial Lung Disease
(interstitial patterns), bronchiectasis, arterial hypertension, dyslipidemia,
previous acute myocardial infarction, vasculopathies and chronic treatment.

3 https://www.lung.org/research/state-of-lung-cancer/key-findings

11



https://protect.checkpoint.com/v2/___https:/www.lung.org/research/state-of-lung-cancer/key-findings___.YzJlOnRlY2huaW9uOmM6bzoyZGEzYTNjZTMxZWIxMjQzNTlhZmUwYmYyM2ZlZWQ3Nzo2Ojc4N2E6YmMxZjVhMWU5ZWM5Y2E0YmRlNDY4ZmMzMWY0NmI3ZWIwY2U1YjcwYTFmYzMyOGE3ZTkwM2Q3NzM4N2U4OTVlYTpwOlQ

XS X

LUng Cancer-related risk factors and their Impact Assessment

(@]

Exposure to harmful agents: smoking and occupational exposure (physical
activity and frequency, alcohol intake, cigarette packets/year, age of smoking
onset, time elapsed since last cigarette, occupational exposure to
carcinogens).

— Analytical variables (General overview of potential markers) combining mandatory
and nice to have biological markers collected either prospectively or through standard
of care (SOC):

o

O 0O O O O

General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase
(LDH), Triglycerides, Transferrin Index, Cholesterol, transferrin, phosphate,
calcium.

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.

Kidney profile: urea, Creatinine, Sodium, potassium, Urate.

Tumor markers: CEA, CA125, CYFRA 21.1, NSE.

General hematology: blood count, erythrocyte sedimentation rate.
Hemostasis: partial thromboplastin time, fibrinogen, international normalized
ratio (INR), prothrombin time.

— Exploratory Omics markers (subgroup: n=2350):

o

Dedicated blood samples will be specifically performed for a large Omics
analysis.

— Questionnaires:

(@]

Lifestyle and Quality of Life (QoL) questionnaires: HPLP-II, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EuroQolL.

— Geo-location and open data.
— Device data:

@)
@)

o

Breath Analyzer (BAN): Biomarkers and signals from breath.
Wide-biomarker-spectrum Multi-Use Sensing Patch (WBSP): Biomarkers and
signals from skin.

Spectrometry-on-Card (SPOC): Biomarkers and signals from blood samples.

— Tumor pathology:

@)
@)

Tumor biopsy result.
Liquid biopsy result.

— Lung CT scan description.

12
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5. CLINICAL MANAGEMENT AND STUDY PLAN

PHASE 2 study: Precision Screening: I/dentify citizens at elevated risk of developing LC
according to the developed risk factor assessment, suitable for further screening using low-
cost devices in community-based settings or in centralized screening facilities.

Subjects will be included in this phase and follow-up:

— High risk of LC volunteers by risk factor model analysis in phase 1 (visit M3).
Screening encouragement will be developed in Hard-to-reach community* (see note below).
VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumologists from the different clinical sites will identify possible
participants at early-stage LC that underwent a surgery and hard-to-reach community.

The researcher will proceed to inform the selected patients about the possibility of
participating in the clinical trial by explaining them what their participation will consist of
through the Patient Information Sheet and the Informed Consent. The participants will be
able to ask all the questions they deem appropriate in order to clarify all their doubts and will
take the time they consider necessary to decide.

If the patient wishes to participate in the study, they will sign the Informed Consent and a
code will be assigned to guaranty the pseudo-anonymization of the patient and included in
the participant’s electronic health record (EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access the EHR
of each patient and will record the clinical data:

— Sociodemographic data: age, gender, ethnicity, socioeconomic factors, deprivation
index, education level.

4 Hard-to-reach individuals are self-excluded individuals from screening recruitment. For this study, additional communication efforts will be made to recruit
those who have not responded to the acceptable lung health check approach. These subjects would then join the normal lung-health check pathway but will be
treated as subset-analysis. Subjects that are diagnosed as late-stage disease (e.g., admission via emergency care) and meeting the criteria for CT screening and
recruited within the hospital setting will be classified as hard-to-reach. Subjects with early-stage disease that are recruited in a surgical setting but have not
done CT will be classed as hard-to-reach.

13
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— Physical exploration: height, weight, Body Mass Index (BMI), blood pressure, heart
rate, respiratory rate.

— Spirometry result (not performed in Latvia).

— Medical record: Family history of lung cancer or other types of cancer, emphysema/
COPD (+GOLD classification)/ asthma, Interstitial Lung Disease (interstitial patterns),
bronchiectasis, arterial hypertension, dyslipidemia, previous acute myocardial
infarction, vasculopathies and chronic treatment.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be collected
and filed as part of the participant’s information:

— Lifestyle Quality of Life (QolL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQolL.
— Geo-location.

All clinical sites will perform a common blood test that will be enriched in each one of the
sites as follows:

— Andalusian Clinical Site: Investigators will collect a blood sample of the participants
for its analysis, including:

©)

o O O O

General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase
(LDH), Triglycerides, Cholesterol, transferrin, phosphate, calcium

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase

Kidney profile: urea, Creatinine, Sodium, potassium, Urate

General hematology: blood count, erythrocyte sedimentation rate
Hemostasis: partial thromboplastin time, fibrinogen, international normalized
ratio (INR), prothrombin time

Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of management of these blood
samples are describe in section 8).

— Basque Country Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

©)

General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase

14
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O 0O O O O

(LDH), Triglycerides, Transferrin Index, Cholesterol, transferrin, phosphate,
calcium.

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.

Kidney profile: urea, Creatinine, Sodium, potassium, Urate.

Tumor markers: CEA, CA125, CYFRA 21.1, NSE.

General hematology: blood count, erythrocyte sedimentation rate.
Hemostasis: partial thromboplastin time, fibrinogen, international normalized
ratio (INR), prothrombin time.

Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of management of these blood
samples are describe in section 8).

— Belgian Clinical Site: Investigators will use data gathered through SOC, including but
not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biological markers collected through SOC:

O 0O O O O

General Biochemistry: C reactive protein, Proteins, Chloride.

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.

Kidney profile: Creatinine, Sodium, potassium, Urate.

General hematology: blood count.

Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of patients’ enrollment and
management of these blood samples are describe in section 8).

— Latvian Clinical Site: Investigators will use data gathered through SOC, including but
not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biological markers collected through SOC:

O O O O O

Glucose, C reactive protein, Proteins, Albumin, Calcium

Hepatic profile: GPT, GGT, Bilirubin, Alkaline phosphatase

Kidney profile: urea, Creatinine, Sodium, potassium,

General hematology: blood count, erythrocyte sedimentation rate

Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of patients’ enrollment and
management of these blood samples are describe in section 8).

If abnormal values are observed after performing the blood analysis, the researcher in charge
of the subject involved in the study will handle the situation according to usual clinical
practice.

15
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Professionals will guide participants in the use of the non-invasive portable devices studied in
this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5mL of blood sample or biomarkers
identification.

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.

All these data will be entered in the Case Report Form (CRF) of the study developed by
Bilbomatica.

All clinical sites: The clinician will make an appointment for a Low Dose Computerized
Tomography (LDCT) in order to verify the lack of pulmonary nodules or lung cancer disease in

the patient at the beginning of the project.

Subjects from phase 1 (high risk of LC volunteer by risk factor model analysis).

Those subjects that, after being evaluated in phase 1, have been classified as of high risk of
developing a LC (this is, subjects who show positive or uncertain results after the use of both
SPOC and BAN) will be referred to this second phase and will undergo CT scans in Phase 2.

These subjects will only have to be guided in the use of the Wide Spectrum Biomarker Sensing
Patch (WBSP) and use their blood sample for the Polygenetic Scoring analysis.

Based on the assessment carried out by the results of the LDCT, the devices (individuals who
show positive or uncertain results) and by risk factor model analysis, subjects (both new
subjects and subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by LDCT
— Be referred to Phase 3: Diagnosis if by results of initial LDCT lung cancer or
Indeterminate Pulmonary Nodules (IPN) are found.

Follow up visit 2 (6 months *+ 30 days)
6 months after the beginning of the project an interim analysis of the recruited patients will

be carried out to verify the heterogeneity of the sample and to ensure that we comply with
the representativeness of each group in the study.

16
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If the minimum percentage of subject per group is not achieved, the recruitment will follow
in the misrepresented group until the balance is restored.

This visit will be performed remotely.
During this visit, the following information will be recorded:

— Medical record: New diagnoses, clinical episodes and/or treatments.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

Guide symptoms of a possible Lung Cancer will also be recorded:

— A cough that does not go away or gets worse;

— Coughing up blood or rust-colored sputum (spit or phlegm);

— Chest pain that is often worse with deep breathing, coughing, or laughing

— Hoarseness;

— Loss of appetite;

— Unexplained weight loss;

— Shortness of breath;

— Feeling tired or weak;

— Infections such as bronchitis and pneumonia that don’t go away or keep coming back;
— New onset of wheezing.

All these data will be entered in the Case Report Form (CRF) of the study and in the app
developed by Bilbomatica.

Follow up visits 3 (12 months * 2 months)

During the follow up visits (every 12 months from visit 1), the principal investigator and/or
their collaborators will access the electronic health record (EHR) of each patient and will
review and update patient’s data:

— Physical exploration: height, weight, Body Mass Index (BMI), blood pressure, heart
rate, respiratory rate.

— Spirometry result (not performed in Latvia).

— Medical record: new diagnoses, clinical episodes and/or treatments.

17
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— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be collected
and filed as part of the participant’s information:

— Lifestyle Quality of Life (QoL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQolL.

All these data will be entered in the Case Report Form (CRF) of the study.

Early-stage LC patients that underwent a surgery (stages | to lIA without indication of adjuvant
treatment of any kind, NO) cannot be controlled by LDCT in follow-up visits. In these patients,
staging CT must be used instead.

Based on the assessment carried out by the results of the LDCT, the devices (individuals who
show positive or uncertain results) and by risk factor model analysis risk factor model,
subjects (both new subjects and subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by LDCT
— Be referred to Phase 3: Diagnosis if by results of initial LDCT lung cancer or
Indeterminate Pulmonary Nodules (IPN) are found.

Final visit (24 months + 2 months)
During the last visit (24 months from visit 1), clinical data and questionnaires will be recorded:

— Physical exploration: height, weight, Body Mass Index (BMI), blood pressure, heart
rate, respiratory rate.

— Spirometry result (not performed in Latvia).

— Medical record: new diagnoses, clinical episodes and/or treatments.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be collected
and filed as part of the participant’s information:
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— Lifestyle Quality of Life (QolL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQol.

All these data will be entered in the Case Report Form (CRF) of the study.

Participants will also be guided in the use of the non-invasive portable devices studied in this
assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5mL of blood sample or biomarkers
identification.

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.

All clinical sites: The clinician will make an appointment for a Low Dose Computerized
Tomography (LDCT) to verify the lack of pulmonary nodules or lung cancer disease in the
patient at the end of the project.

PHASE 3: Diagnosis: Harnessing the inputs from the risk factor assessment tool, in
combination with biomarkers and omics data will be able to assist with differentiation in the
diagnosis workflow, to accelerate the diagnosis procedure and initiate the most suitable
treatment regime

In this phase, we will include:

— Patients diagnosed with indeterminate pulmonary nodules or Lung Cancer from the
screening phases.

If it is necessary to reach the number of patients, we will recruit:

— Patients with new diagnosis of pulmonary nodules or Lung Cancer, prior initiation of
treatment, outside the screening phases from pneumology consultations.

— CT screened patients that are referred for follow-up scan because of the presence of
Indeterminate Pulmonary Nodules (IPN).

— Subjects identified Lung Cancer following their baseline scan.
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VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumologists from the different clinical sites will identify possible
participants if the number of recruited participants required has not been reached from
previous phases.

The researcher will proceed to inform the selected patients about the possibility of
participating in the clinical trial by explaining them what their participation will consist of
through the Patient Information Sheet and the Informed Consent. The participants will be
able to ask all the questions they deem appropriate in order to clarify all their doubts and will
take the time they consider necessary to decide.

If the patient wishes to participate in the study, they will sign the Informed Consent and a
code will be assigned to guaranty the pseudo-anonymization of the patient and included in
the participant’s electronic health record (EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access the EHR
of each patient and will record the clinical data:

— Sociodemographic data: age, gender, ethnicity, socioeconomic factors.

— Height, weight, Body Mass Index (BMI), blood pressure, heart rate, respiratory rate.

— Spirometry result (not performed in Latvia).

— Medical record: Family history of lung cancer or other types of cancer, emphysema/
COPD (+GOLD classification)/ asthma, Interstitial Lung Disease (interstitial patterns),
bronchiectasis, arterial hypertension, dyslipidemia, previous acute myocardial
infarction, vasculopathies and chronic treatment.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be collected
and filed as part of the participant’s information:

— Lifestyle Quality of Life (QolL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQol.
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— Geo-location

All clinical sites will perform a common blood test that will be enriched in each one of the
sites as follows:

— Andalusian Clinical Site: Investigators will collect a blood sample of the participants

for its analysis, including:

o

O O O O

o

General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase
(LDH), Triglycerides, Cholesterol, transferrin, phosphate, calcium.

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.

Kidney profile: urea, Creatinine, Sodium, potassium, Urate.

General hematology: blood count, erythrocyte sedimentation rate.
Hemostasis: partial thromboplastin time, fibrinogen, international normalized
ratio (INR), prothrombin time.

Liquid biopsy.

— Basque Country Clinical Site: investigators will collect a blood sample of the

participants for its analysis, including:

o

O O O O O

@)

General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase
(LDH), Triglycerides, Transferrin Index, Cholesterol, transferrin, phosphate,
calcium.

Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.

Kidney profile: urea, Creatinine, Sodium, potassium, Urate.

Tumor markers: CEA, CA125, CYFRA 21.1, NSE.

General hematology: blood count, erythrocyte sedimentation rate.
Hemostasis: partial thromboplastin time, fibrinogen, international normalized
ratio (INR), prothrombin time.

Liquid biopsy.

— Belgian Clinical Site: Investigators will collect a blood sample of the participants or use

data gathered through SOC, including variables (General overview of potential
markers) combining mandatory and nice to have biological markers:

o

@)
@)
@)
©)

General Biochemistry: C reactive protein, Proteins, Chloride.
Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase.
Kidney profile: Creatinine, Sodium, potassium, Urate.

General hematology: blood count.

Liquid biopsy.
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— Latvian Clinical Site: Investigators will use data gathered through SOC, including but
not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biological markers collected through SOC:

Glucose, C reactive protein, Proteins, Aloumin, Calcium;

Hepatic profile: GPT, GGT, Bilirubin, Alkaline phosphatase;

Kidney profile: urea, Creatinine, Sodium, potassium;

General hematology: blood count, erythrocyte sedimentation rate;

Liquid biopsy.

o O O O O

If abnormal values are observed after performing the blood analysis, the researcher in charge
of the subject involved in the study will handle the situation according to usual clinical
practice.

Professionals will guide participants in the use of the non-invasive portable devices studied in
this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for biomarkers
identification.

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.

All these data will be entered in the Case Report Form (CRF) of the study developed by
Bilbomatica.

Subjects from previous phases (diagnosed by findings in LDCT).

Those subjects that, after being evaluated in previous phases, have been diagnosed with Lung
Cancer and/or have been found Indeterminate Pulmonary Nodules will be referred to this
third phase.

These subjects will only have to be guided in the use of the non-invasive portable devices
studied in this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for biomarkers
identification.

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.
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A liquid biopsy will also be performed.

Patients included in this phase will undergo the usual treatment for their diagnosis as per
usual clinical practice until the end of the study.
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Flow Chart of the study:

A

I

PATIENT PHASE 2*## PHASE 3*
Baseline Follow-up Baseline
VISIT 1 281 3 | 4 1
MONTH 0 6 |12 | 24 0
TIME WINDOW (days) - 30 | 60 | 60 >
Informed Consent Form Signature X X
Sociodemographic data (A) X X
CLINICAL & Physical exploration (B) X X X X
SOCIODEMOGRAPHIC Medical record (C) X X X X X
Exposure to harmful agents (D) X X X X X
DATA QoL Questionnaires (E) X X X X
Geo-location X** X**
IMAGING CT Scan X X X
General biochemistry (F) X X
Hepatic profile (G) X X
BIOLOGICAL**** Kidney profile (H) X X
Tumor markers (1) X X
General hematology (J) X X
Hemostasis (K) X X
GENETIC TESTING Omics analysis based on blood samples X
OTHER Liquid biopsy X
Breath Analyzer (BAN) (L) X X X
NEW DEVICES Spectrometry on Card (SPOC) (M) X X X
Wide Spectrum Biomarker Sensing Patch (WBSP) (N) X X X
Cough X | X
Coughing up blood or rust-colored sputum X X
Chest pain X X
Hoarseness X X
GUIDE SYMPTOMS Loss of appetite X X
Unexplained weight loss X X
Shortness of breath X X
Feeling tired or weak X X
Infections (bronchitis, pneumonia, ...) X X
New onset of wheezing X X
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**Patients that are included in phases 2 and/or 3 that haven’t participated in the previous
phases

****Biological data: In order to optimize the resources, biological data will be gathered
through SOC procedures.

#Remote visit

##Phase 2: Subjects included in phase 2 will follow the same scheme of visits as in phase 1
but adding the WSBSP depending on the moment they are included in phase 2.
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6. SAMPLE HANDLING

6.1 SAMPLE REQUIREMENTS

The sample requirements to perform WGS with Oxford Nanopore Technologies
(ONT) are: 6-10ug of high molecular weight (HMW) DNA for each flow cell to be
processed.

High-quality, high-molecular-weight genomic DNA is imperative for obtaining
long read lengths and optimal sequencing performance.

General quidelines for handling high-molecular-weight DNA

In general, the following precautions need to be taken when handling DNA:

Avoid over drying of genomic DNA. Allow the DNA to air dry. Do not heat when
drying in a speed vac.

DNA should be eluted in a neutral, buffered solution (e.g., 10 mM Tris Acetate or
Tris-HCI, pH 8) and stored in TE (10 mM Tris, pH 8, 1 mM EDTA) *. Avoid eluting
in RNAse-free H,0 or unbuffered solutions.

Please provide a 10ul aliquot of the buffer employed for DNA elution.

PCR products should be clean amplicons.

If gel purification is required, avoid using ethidium/UV-based visualization
methods. One alternative is to use SYBR® Safe (Invitrogen) and visualize with blue
light.

To resuspend the DNA, carefully invert the tube several times after adding buffer
and/or tap the tube gently. Alternatively, allow the DNA to stand in a buffer
overnight at 25°C.

Overheating can introduce DNA damage. Inactivate DNAase as recommended by
the vendor kit. It is best to avoid heat inactivation when possible. An alternative
is AMPure® purification.

Avoid small opening tips and vortexing. Genomic DNA is physically fragile and
shears by pipetting and vortexing.

DNA storage conditions: 4°C (short-term); —20°C / —80°C (long-term).

Repeated freezing and thawing of genomic DNA should be avoided.

*Note: EDTA must be removed before library preparation. This can be achieved during
the initial AMPure purification.

26



XS X

LUng Cancer-related risk factors and their Impact Assessment

Important measures impacting DNA quality

To maximize read length and quality, it is essential that the DNA sample:

—  Is double-stranded.

—  Has not been exposed to high temperatures (e.g.,>652C for 1h) or extreme pH
(<6 or >9).

—  Has an OD260/0D280 ratio of 1.8 to 1.9.

- Has an OD260/0D230 ratio of 2.0-2.2.

—  Does not contain insoluble material or RNA contamination.

—  Does not contain denaturants (e.g., guanidinium salts or phenol) or detergents
(e.g., SDS or Triton-X100).

— Does not contain carryover contamination from the original organism/tissue
(e.g., heme, humic acid, polyphenols, etc.).

DNA sample quality assessment:

A thorough DNA quality check is required before submitting DNA. The following
recommendations to ascertain DNA integrity, purity, and concentration are
recommended:

1) Gelimages of DNA sample: Genomic DNA integrity can be assessed by agarose gel
electrophoresis; however, optimal fragment size assessment should be done by
pulsed-field gel analysis. Expected average fragment size is >80 kb.

2) Purity of DNA sample: DNA purity should be determined by using the NanoDrop®
instrument. Readings of both A260:A280 and A260:A230 need to be obtained:

a. 260/280: The ratio of absorbance at 260 nm and 280 nm is used to assess
the purity of DNA. A ratio of ~1.8 is generally accepted as “pure” for DNA
but is dependent on the nucleotide composition of the submitted sample.
A low A260/A280 ratio may indicate the presence of protein, phenol or
other contaminants that absorb strongly at or near 280nm. Sometimes it
may be caused by a very low concentration of nucleic acid. High 260/280
ratios are not indicative of an issue, a value >1.9 usually indicates repetition
of an RNase digestion.

b. 260/230: The 260/230 ratio provides a secondary measurement of DNA
purity to make inferences about the quality of sample extraction. Expected
260/230 values are commonly in the range of 2.0-2.2. Abnormal 260/230
values may indicate a problem with the sample extraction procedure. The
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3)

Protein LoBind tubes will improve UV 260/230 ratios by up to 0.1 — 0.4 by
preventing carryover of contaminants stuck to the tube surfaces.

In addition to the Nanodrop ratios it was found critical that the ratio of DNA
concentrations measured on the Qubit and Nanodrop instruments respectively
should be 1:1.5. This ratio indicates that most DNA molecules are double-stranded
and that no other molecules (e.g., RNA) are present that absorb at 260 nm
(Schalamun et al., 2018).

Concentration of DNA sample:

It is critical to determine the concentration of the double-stranded DNA, since only
double-stranded DNA will be converted into sequencing templates. RNA, dNTPs,
and single-stranded DNA included in the concentration measurement will skew
the concentration reading. Therefore, it is highly recommended to use the
PicoGreen® assay or a Qubit® fluorimeter for quantitation purposes. The
requested minimal input mass for one GridlON or PromethION flowcell run, as
measured by Qubit, is 6 ug depending on the expected MW.

Accepted Buffers

— DNA can be dissolved in Tris buffer (e.g., 10 mM Tris, pH 7.0 — pH 8.0). Do
not use nuclease-free water as this is insufficient for long-term DNA
stabilization. Only for long-term storage of high molecular weight (HMW)
gDNA we recommend the use of TE buffer, however, as this is not
compatible with some enzymatic reactions (Mg++ dependent) it should not
be used as the first-choice buffer.

Options for DNA Extraction from blood cells:

a) aQiagen MagAttract® HMW kit (100-200 kb) — (special equipment needed)

b) Qiagen Genomic-tip kit (50-100 kb) — Highly recommended for HMW DNA
and mtDNA extraction or for extraction of bacterial DNA.

c¢) Qiamp DNA kit (50 kb) was particularly tested for whole blood DNA
extraction where mtDNA was well retained.

d) Qiagen Gentra Puregene kit (100-200 kb) — Not recommended for the
mtDNA extraction and bacterial extractions.

e) Phenol-chloroform extraction - Ensure phenol is fresh and not oxidized; use
within three months of opening of reagent bottle.
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http://cshprotocols.cshlp.org/content/2006/1/pdb.prot4455.long. DNA
extraction protocol adapted from Molecular Cloning by Sambrook and Russell
(third edition). Chapter 6 protocol 1- Josh Quick, Ultra-long read sequencing
protocol for RAD004 Version 3.

6.2 LABELLING AND PACKAGING INSTRUCTIONS

—  You'll receive 500ul tubes with lateral 1D barcode and 2D barcode in the bottom
in a 96-rack.

—  Tubes can be handled manually or with compatible automated platforms 0.

— Do not overfill tubes with more than 500ul.

—  Blue capped tubes are to be used for DNA samples.

—  Tubes are numerically ordered but not always consecutive, by columns. CNAG
will provide the clinical sites with an Excel file with all barcode IDs and initial rack
positions.

— Do not alter the labels in any way: tube labels show a unique CNAG sample
barcode (format: 3 letters, 5 numbers). Rack label shows the project name and
date of barcode submission, and plate order in case the submission contains
more than one rack (1/n, 2/n, ... n/n).

—  Never apply Parafilm around the tube cap, they have an anti-leakage system in
the cap or paste any additional label on tubes.

—  For the shipment, ensure racks are well closed to avoid tubes being scattered in
a box or directly in dry ice.

—  DNA samples should be shipped refrigerated at 42C (with blue ice/cooling
blocks).

6.3 SAMPLE DELIVERY INSTRUCTIONS

—  Check that all the samples conform to the requirements and that they are
prepared and packed according to the guidelines given above.

—  Contact project management (projectmanager@cnag.crg.eu) to open a new
subproject in the CNAG’s LIMS (Laboratory Information Management System).

—  CNAG biorepository will contact the clinical sites to provide the barcoded tubes
and a URL link for data submission. Use only the material provided by CNAG for
sample shipment.

—  Submit sample data BEFORE sample shipment. Notify by email CNAG
Biorepository (lidia.agueda@cnag.crg.eu or ana.gonzalez@cnag.crg.eu) the date
of delivery and provide the shipment tracking information whenever possible.
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—  CNAG barcodes that appear on the submission site can be used in different
shipment batches. Select and submit the barcodes used for each shipment. Next
time the URL is used it will only display the unused barcodes.

—  Parcel reception times: send parcels preferably at the beginning of the week

Monday to Friday 8-12h.
No reception on Saturday, Sunday and local bank holidays
Shipment address:

ATT. Lidia Agueda, PhD / Ana Gonzdlez, PhD
Centre Nacional de Analisi Genomica (CNAG)
Parc Cientific de Barcelona — Torre |
C/Baldiri i Reixac, 4
Barcelona 08028 — Spain

—  For non-EU shipments: additional documentation will be requested by the
customs authorities. CNAG has to gather several documents and handle them to
Spanish Customs, once the import is authorized, CNAG contacts the collaborator
to define the shipment date.

6.4 BLOOD SAMPLE preparation for SPOC analysis.

1. Approximately 1200 (1000 samples and additional blank tube for each sampling
day) EDTA vacutainers from the same batch production should be prepared for
the experiments.

2. Exactly 3 ml blood sample will be collected in EDTA vacutainers.

3. After collection, the blood samples will be stored in a refrigerator (2-6 °C) until
analysis.

4. Everysampling day, 1 empty tube should be added to the analysis as a controlling
blank sample.

5. Blood samples should be introduced and analyzed in SPOC system up to 3 days
from sampling.

6. Before sampling the headspace of blood sample vacutainers, the blood tubes
should be heated to 40 °C (in a lab water bath or hot plate) for 30 minutes and
directly then introduced to SPOC device for analysis.

7. After analysis is completed, samples can be discarded according to hospital
regulations.
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7. INVESTIGATIONAL PRODUCT

The following devices will be used and tested in the study:

7.1 Breath Analyzer: the NaNose Sensor consists of an innovative smart sensor array, that
measure Volatile Organic Compounds (VOCs) emitted in the exhaled breath. NaNose Sensors
are embedded in DiaNose system. DiaNose system consists of innovative smart sensors that
measure VOCs emitted in the exhaled breath.

—  DiaNose System Description: the DiaNose units consist of the following elements
(Figure 1):

Mouthpiece
(a) Exhalation tube

{b) Sensors chamber

() DiaNose Base Unit

Figure 1: elements of the DiaNose unit

a) Breath collection unit: the tested subject exhales through the tube and
withdraws after a complete, single exhalation. The exhalation is through of-
the-shelf mouthpiece with saliva trap and a one-way check valve that
eliminates the possibility of a subject inhaling air back from the mouthpiece.
The last 40 ml of the exhaled breath gas, the end-tidal fraction, remains
trapped in the tube. The exhalation into the tube is performed while it is
disconnected from the main device. This unit is for single use.

b) Sensors Chamber: this unit contains the Nanose sensors. The trapped
breathed air in the breath collection unit is transferred through the sensors
chamber by a pump upon the 2 units connection, as described below. The
sensor chamber is a replaceable unit. Instruction regarding replacement
frequency will be supplied with the units.
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c) DiaNose Base Unit: a multi-use unit containing the sensors’ signals
measurement electronic card and a pump that transfers the exhalation
sample from the breath collection unit to the sensors chamber. The Sensor
Reading Unit is connected to a Laptop by a USB cable.

d) Laptop: Laptop is used to activate and save the test measurements.

—  NaNose Sensors: Main Device Components

The DiaNose system consists of innovative smart sensors that measure VOCs
emitted in the exhaled breath. The sensors, developed by Prof Haick's group at
the Technion, and further by NaNose Medical, are based on a chemiresistor
platform. They are composed of thin films of chemically capped Gold Nano
Particles (GNPs) between adjacent printed microelectrodes (Figure 2). The GNP
film serves as the sensing moiety. There are ~13 different capping
ligands/functional groups attached to the GNPs. Upon exposure to breath
samples, VOCs reach the sensing surface or diffuse into the sensing film and react
with the capping ligands/functional groups, causing a volume
shrinkage/expansion in the nanomaterial film [1]. As a consequence, the
measured film resistance changes — increases or decreases (Figure 2: DiaNose
Sensors C). Sensing responses are analyzed by signal processing and artificially
intelligent/pattern recognition algorithms for disease detection. (See Figure 2).
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Figure 2: DiaNose Sensors - schematic representation of sensors (not drawn to scale).

a) A. Tunnelling electron micrograph image of the GNP sensing film;

b) B. General mode of operation of a typical chemiresistor based on
monolayer-capped gold nanoparticles before and after exposure to VOCs;

c) C. A typical response of GNP coated sensors to the breath samples. In this
example, the red curve represents the measurement of a disease-free
sample, and the blue curve is from a positive sample.

d) D. Schematics illustrating nanomaterial-based sensors for detecting disease
via a volatile organic compound-artificially intelligent sensing approach.
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7.2 Spectrometry-on-card (SPOC): using molecule separation according to varying masses
and charges, SPOC is set to identifying the volatilomic makeup from the various body fluids
collected for the LC patient (e.g., blood, urine), constitution and concentrations of VOCs, while
avoiding the use of elaborate instruments or sending samples to distant labs. A sample result
is ready in approximately 30 minutes. Measures VOCs of body fluid headspace (i.e., air
trapped above the samples) that are linked to distinct changes in cancer biochemistry via
oxidative stress, cytochrome p450, liver enzymes, carbohydrate metabolism, and/or lipid
metabolism. The system pumps for 3-5 sec the headspace into the device, and as headspace
passes through an array of different nanomaterial-based sensors (10 sensors), it operates
according to a time-space-resolved architecture that modulates the mass-transfer rate for
separation, elution and detection of each compound within a mixture, VOC patterns get
adsorbed on the sensors, each of which emits a signal. Al and related software analyses and
classify signal patterns to get a signature of LC.°

This device is offline —a sample vial is introduced to the device with no direct contact between
the volunteer and the system.

7.3 Wide-biomarker-spectrum Multi-Use Sensing Patch (WBSP): the WBSP is based on the
prototype developed under the A-patch EU project (Horizon 2020 Grant Agreement Number:
824270). The latter project received ethical approval at the Technion, Israel, and at the
University of Latvia hospital in Riga, Latvia (see attached copies of approvals). In addition,
component production in TNO initially and TracXon as part of continuous development of the
patch. The initial design was done at Holst Centre, as part of the a-patch work. With the
fabrication of the patch in such a concept, we make use of the best of both worlds: fine line
patterns for the molybdenum-chromium (MoCr) sensing unit made with TFE processes and
large area printing combined with component placement with HPE processes. This
combination is rather new. This initial design was revised during current work at TECH
together with Traxton (Holst) is shown in the figure below. Patches will be put on the skin of
the participants on the arm. The patch will be read (between 1 to 5 min) by a dedicated app
(developed in LUCIA) at time zero and then after at several time points up to 1 hour (based
on initial results measurement time might be extended for up to 24 hours). Practically the
patch itself will come in contact with the skin via only 2 components, which are medical
approved off the shelf products:

—  MED 5777A, Avery Dension - An Acrylic PSA adhesive within a Thermoplastic
polyethylene non-woven material. (see attached technical data sheet from the
manufacturer).

5 See also published paper from our group on the technology concept
https://doi.org/10.1002/advs.202203693
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— MED 5676A, Avery Dension - A single-coated, white, soft, conformable

polyethylene foam with an acrylic adhesive (see attached technical data sheet
from manufacture).

Project Details: Redesign (1 of 2)

TFE interdigitation

TFE part

Demonstrator Application

Lo

Windows laptop with
USB2.0 port

NFC reader

Sensor Tag powered via
NFC

USB ISO15693 NFC

=

1ISO15693 communication

J

Reader

Smartphone with
1SO15693 NFC

Patch concept has been previously assed and used. The Figures below includes the
previous ethical approval as part of A-patch project (Horizon 2020 Grant Agreement
Number: 824270) given in Latvia and TNO (Holst center) Netherlands.
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Darbojas saskana ar SHK LKP noteikumiem

Nr. 12-A/19
29.08.2019
Riga

Rigas Austrumu kliniskés universitdtes slimnicas atbalsta fonda
MedicTnisko un biomedicinisko pétfjumu Etikas komitejas

ATZINUMS

Petijuma nosaukums ; Autonoms plaksteris infekcijas slimibu
noteiksanai reallaika

Pétijuma pieteikumas iesniedzgjs:  Girts Skenders

PétTjuma picteikuma iesniedzEja darba vieta: LU Kliniskas un prof.
Medicinas instituts

SIA “Rigas Austrumu kliniskds universitates slimnicas” atbalsta fonda Medicinisko un
biomedicinisko petijumu Etikas komiteja(s2des prot. 08/19., 29.08.2019.) ir izvErt®jusi
pliinotd zindtniska pétijuma nozimi un mérki, iesniedz&ja sniegto paredzami ieguvuma
un riska novernt&jumu un 1 pamatotibu, Balstoties uz iesniegio dokumentu izvérgjumu,
komiteja noléma izteikt:

B pozitivu atzinumu
O negativu atzinumu, ar iespéju veikt izmaigas un iesniegt pieteikumu atkirtoti

0 negativu atzinumu

Medicinisko un biomedicinisko pétijumu -~ \\’\ " .

Etikas komitcjas priekésédithjs Roberts Stadinskis ( './'//‘/ { -
{ &) /" U

. £ o B

Rigas Austrumu kiinisks universitites slimnicas atbalsta fonda
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m innovation
a——————————————————————————— for life s —————
Memorandum

Healthy Living

Scruphalveg 77-89

To
Charlotte Kjellander

The NePwraos

Fram
TNO Institutionai Review Board (IRB)

VW SN0 e
T +31 88 D68 20 00

Copy to
Ton van Mol, Industry 3F

Subject Date
Evaluation of adhesion of heaith path 26 Dctober 2020
Qur reference

020-080

Contact
Background M.E. Hoogirk-Schosysars
On September 17" 2020 the research proposal ‘Evaluation of adhesion of Dot e
heaith path” was submitted to the TNO Institutional Review Board (IRB). The ._,.,_.‘..,_,;n;f:
composition of the IRB |s specified on the TNO Intranet page Human
Research’ +31880665002
Advice

The IRB had considered the proposed research on the basis of its

regulations and expresses a positive recommendation

The advice is determined in accordance with the methodology that can be found on the TNO
Intranet page ‘Human Research”

In its deliberations, the IRB has considered the research design and privacy aspects, in
addition to - where relevant - the ethical aspects and the burden and the nsks to the
research participants

In the event of important modifications to the research or in the event incidents occur, the
project leader shall inform the IRB. This may lead to amended recommendations

Sincerely
On behalf of the IRB

Wilnke Pasman,
Deputy Charr Institutional Review Board TNO

Leiden, 26 October 2020
The Review Board has based Its deliberations cn the following submitted documents
- Application form (11/09/2020)
- Research plan (14/09/2020)
Participant Information Form
- Notification /Certificate of Insurance
- Quick scan DPIA
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8. SECURITY

Throughout the study, an attempt will be made to minimize the risk to which the volunteers
participating in it are subjected as much as possible.

The possible events that may occur during the study include the following:
The stochastic or probabilistic effects of radiation when subjected to a LDCT are difficult to
determine, the literature admits an increase in the probability of having a life-threatening

cancer attributable to excess radiation for a population of 60 years of age of:

—  0.09% in women and 0.05% in men for a conventional chest CT of 8mSv;
— 0.011% in women and 0.006% in men for a low-dose chest CT scan of 1mSv.

Regarding the security of the devices that will be used during the study:
DiaNose System: DiaNose system being developed by Nanose Medical is at investigational

stage and is used to collect data of NaNose sensors response to breath samples from patients
and control subjects.

During this clinical study, the system is used for data collection only. No diagnosis is
performed, and no medical decisions will be based on DiaNose measurements.

The method for analyzing the acceptability of an identified risk is according to the EN ISO
14971:2012 by calculating a risk index and giving acceptance indications for acceptable/
unacceptable risk.

Special considerations have been taken in designing the DiaNose system for the purpose of
achieving its safe and reliable performance during the various phases of the design and
development process. All preventive and/or control actions were implemented into the
device to eliminate or reduce as much as possible any potential failure modes.

According to ISO 10993-1 DiaNose is an Externally Communicating Device, which contacts
intact tissue for a Limited Contact Duration. The device is in contact with tissue (lips) for a
very limited time of less than 10 seconds. The only component that comes in contact with the
lips is the tube into which the tested subject exhales. We use off the shelf Polyethylene
mouthpiece with a wide inlet, spit trap and non-reverse valve, which is a part of the measuring
system of Alcotest 9510 Accessories (Draeger) for breath alcohol analysis. Many tests for
approval have been performed with these mouthpieces and the device has NMI R 126:2000
approval.
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Additionally, the breath collection unit into which the patient exhales that comes in contact
with the lips is a disposable single use unit. The units are assembled and packed in a controlled
and clean environment under laminar unit with H.E.P.A filtered air in sealed bags. Operators
are trained not to use exhalation units from open bags, not to use single used unit more than
once, and to discard the used unit to the biohazard trash immediately after use. The clinical
app shows an alert message to throw the exhalation unit to the biohazard trash after test
completion.

The DiaNose 2.5 version which is currently tested, is a passive unit connected to a laptop USB
(5V). DiaNose’s electronic board is located inside a plastic box — there is no direct contact
between users with the electronic board.

Based on all the above and as detailed below, the device does not present any significant risk
to the tested patient and the operator.

Wide-biomarker-spectrum Multi-Use Sensing Patch (WBSP): the WBSP is based on the
prototype developed under the A-patch EU project (Horizon 2020 Grant Agreement Number:
824270). The latter project received ethical approval at the Technion, Israel, and at the
University of Latvia hospital in Riga, Latvia (see attached copies of approvals). In addition,
component production in TNO initially and TracXon as part of continuous development of the
patch (see attached). Practically the patch itself will come in contact with the skin via only 2
components, which are medical approved off the shelf products:

—  MED 5777A, Avery Dension - An Acrylic PSA adhesive within a Thermoplastic
polyethylene non-woven material. (see attached technical data sheet from the
manufacturer).

— MED 5676A, Avery Dension - A single-coated, white, soft, conformable
polyethylene foam with an acrylic adhesive (see attached technical data sheet
from manufacture).

9. MANAGEMENT AND DATA COLLECTION

a) Data Source Identification
The source document refers to all those observations or notes recorded in the

clinical interventions, as well as all the reports and notes necessary for the
reconstruction and evaluation of the study Data Collection Notebook.
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Basically, but not exclusively, the source documents are constituted by the
documents and notes that are part of the patient's Clinical History and the
different surveys that will be collected in the center.

Whenever possible, the original document should be kept as source document;
however, it is acceptable to submit a photocopy as long as it is clear, legible and
accurate duplicate of the original document.

The promoter shall ensure that the investigators or associated institutions allow
direct access to the source data or documents for audits, for the review by the
Clinical Research Ethics Committee, as well as for the inspection of the study by
the health authorities (if applicable).

b) Data Quality Assurance

The Promoter will review and approve the study protocol and its possible
modifications in the future, will request the authorization of the study to the
Clinical Research Ethics Committee of the Basque Country, will request the
agreement of the Director of the Institution, and will also be responsible for
reviewing and approving the final study report.

The Principal Investigator (Pl) is responsible for reviewing and approving the
protocol and signing the principal investigator's commitment. The Pl will ensure
that the persons involved in the institution respect the confidentiality of patient
information and protect personal data. The Pl is also responsible for reviewing and
approving the final study report together with the promoter. All members of the
research team will assess the eligibility of study patients, inform and request
written informed consent, collect the study source data in the medical record and
transfer it to the Data Collection Notebook.

c) Data Management

The management of the collection and treatment of the study data will be carried
out through the design of a Data Collection Notebook in paper format, in which
the researchers assigned to this task will enter the data of each patient
participating in the study.

The current legislation will be complied with in terms of data confidentiality

protection (the EU General Data Protection Regulation Nr. 2016/679 (GDPR) and
applicable national laws). To this end, each patient will receive an alphanumeric
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identification code in the study that will not include any data allowing personal
identification (coded in the Data Collection Notebook). The principal investigator
will have a separate list that will allow linking the identification codes of the
patients participating in the study with their clinical and personal data. This
document will be filled in a secure area with restricted access, under the custody
of the principal investigator and will never leave the institution.

Once the Data Collection Notebooks in paper format have been completed and
closed by the principal investigator, the data will be transferred to a database.

As in the Data Collection Notebooks, the Database will comply with current
legislation on data confidentiality protection (the GDPR and applicable national
laws), which will not include data that allows direct identification of patients.

The transfer of data from the paper Data Collection Notebook to the electronic
database will be carried out using the double data entry technique. This will be
done by the researchers collaborating on the project.

Data will be managed and tabulated with consistency rules and logical ranges to
control inconsistencies during data tabulation. A validation process of the clinical
data will be performed by running computer filters based on validation rules,
which automatically identify missing values or inconsistencies in the clinical data
according to the Protocol. In addition, manual editing and validation will be
performed using descriptive and exploratory statistical techniques to complement
the detection of logical errors and inconsistent values.

The database shall be considered closed after the completion of all data
management processes and the satisfactory resolution of discrepancies and errors
in the data. Any changes to the databases after closure can only be made after a
written agreement between the promoter and the technical coordinators of the
project.

10. ANALYSIS

The epidemiological analysis will integrate data, results and risk assessment analysis from
comprehensive cross-sectional and longitudinal retrospective datasets, exposure information
and multi-omics-based risk analysis into risk prediction tools and evaluate their performance
for both short- and long-term risk prediction in both the retrospective and prospective
epidemiological and clinical cohorts included or established in LUCIA. Specific attention will
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be devoted to sex- and age-specific differences and potential interactions between risk
factors.

LUCIA will carry out an Al Impact Assessment (AllA) against Al-driven risk scores and
population stratification, to assess the use of Al technologies and to provide policy and ethical
recommendations (incl. Al Taxonomy) moving forward. With the use of Al comes questions
and concerns on the impact Al may have on individuals, society, and environment. Carried
out in four steps, the Al impact assessment will address the directly affected, internal, and
expert stakeholders concerned with the technologies impact on their lives, including patients,
projects peers, policymakers and local stakeholders. The four steps include (i) a materiality
analysis; (ii) impact assessment; (iii) Al project (e.g., Al-based risk scores) oversight; and (iv)
public/health policy recommendations. Materiality analysis will identify the most important
aspects of Al projects (i.e., Al-based risk scores and Al-driven digital diagnostics) that need to
be tackled to create a trustworthy Al strategy, to identify trends that could impact the
project’s long-term strategy, and to help in making informed decisions. Through open
discussions with both the project's internal and external stakeholders, the project will be able
to make use of stakeholders’ insights to rank and prioritize the (critical) issues (privacy,
wellbeing, safety, etc.,) most relevant to the project’s strategy.

11. ETHICAL AND LEGAL CONSIDERATIONS

The development of the study will adjust to international standards of Good Clinical Practice,
to the Declaration of Helsinki in its latest active amendment, and to international and national
rules and regulations, and will not start until the approval of the Clinical Research Ethics
Committee of the Basque Country and the agreement of the Director of the corresponding
Institution. Any modification of this protocol will be reviewed and approved by the promoter
and must be evaluated by the Clinical Research Ethics Committee for approval before
including subjects in a modified protocol.

The study will be carried out in accordance the GDPR and applicable national laws, which will
not include any data that allows the personal identification of the subjects, and the
information will be managed in encrypted form.

Patients will be informed orally and in writing about all the information related to the study
and adapted to their level of understanding. A copy of the consent form and information
sheet will be provided to the patient. The investigator should allow time for the patient to ask
guestions about the details of the trial.

The preparation of the informed consent form is the responsibility of the investigator. This
form must include all the elements required by the International Conference of
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Harmonization, current regulatory guidelines, and comply with the GCP Standards and ethical
principles that originate from the Declaration of Helsinki.

The investigator or the Principal Investigator's designee will keep the original signed informed
consent form in a secure restricted access area in the custody of the principal investigator
and will never leave the site and will provide a copy of the original signed consent form to the
patient.

12. PUBLICATION POLICY

All results derived from the study will be property of both the promoter and the rest of
institutions involved in the study.

Promoter and researchers will commit themselves to try to have the results of this research
study published in the journal with the highest possible impact, appropriate to the nature of
the study and the area of knowledge to which it refers.

Any communication of the results will maintain the anonymity of the participants.

Study results or conclusions should preferably be reported in scientific publications before
being released to the non-health public. Results of as yet undetermined efficacy will not be
reported prematurely or sensationally, nor will they be exaggerated.

The results obtained from the clinical investigation with the marker object under study will
be reviewed and discussed between the research team and the promoter for further
publication.

When one of the parties wishes to use the partial or final results, in part or in whole, for
publication in the form of an article, conference, etc., it must request the agreement of the
other party or parties. The latter must respond within a maximum period of fifteen days,
communicating their authorization, their reservations or their disagreement with regard to
the information contained in the article or conference. If no reply is received within this
period, silence shall be understood as tacit authorization for dissemination.

No information will be disseminated or presented to the public that could undermine the
industrial property rights arising from the joint work. Therefore, results that, not being in
themselves the subject of a patent, could disqualify, by their publication or dissemination, the
recognition of the ownership of the marker or possible future product, must be considered
as reserved and non-disseminated material.
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13. STUDY LIMITATIONS

—  Since this study involves several clinical sites across Europe with different types
of populations and healthcare systems and requires a large number of patients,
we may find difficulties during the recruitment to achieve the proposed sample
size. This is why we will perform an interim analysis of the recruitment rate, so
that we ensure a heterogeneous and complete recruitment.

—  As we will recruit both healthy subjects that may develop a lung cancer and lung
cancer patients for a period of 2 years, the follow up of the participants may be
hindered. This could lead to a loss of patient follow up and early ending of their
participation in the study.
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In this section, the Regulatory authorization reports are provided.

The 4 clinical sites (Lieége, in Belgium; Riga, in Latvia; and Andalusia and the Basque Country,
in Spain) submitted the clinical protocols to their respective Ethics Committees in December
2023 for its evaluation and subsequent approval. More specifically, the submission dates to
the ethics committees were:

— Andalusia: 19/12/2023

— Basque Country: 22/12/2023
— Belgium: 06/12/2023

— Latvia: 15/12/2023

The regulatory authorizations of the respective regional Ethics Committees have not been
obtained yet due to the thorough evaluation process that takes time. During this process,
each one of the ethics committees must gather and evaluate all the documentation, before
approving the study. Occasionally, these committees might require more information before
approving the studies.

Therefore, until obtaining the approval of the ethics committees, we temporarily provide the
request for the evaluation of research projects given by the Ethics Committees.

As soon as we obtain the approvals from the Ethics Committees, we will provide these
documents for their archive and safeguard as proof of the obtaining of the regulatory

authorization before the enrollment of the first participant.

In the following pages of this deliverable are shown the requests for the evaluation of
research projects for the clinical sites mentioned above.
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1. Andalusia Clinical Site
JUNTR DE RNDARLUCIA CONSEJERIA DE SALUD Y FAMILIAS

DOCUMENTO ESTADO DE PROYECTO

Titulo completo: Understanding Lung Cancer refated risk factors and their impact Assessment

Céxdigo del estudio: LUCIA

Promotor: (No hay promotor’a asociado’a)

Comité: CEl de los hospitales universianos Virgen Macarena-Virgen del Rocio

Protocolo:

Version Protocolo:

Fecha Protocolo:

HIP:

Version HIP:

Fecha HIP:

Solicitante: CRISTINA SIMARRO CASTELLANOS

NIF solicitante: D6283671W

Fecha actual: 1811272023

Estado PENDIENTE DE EVALUACION

Centros del proyecto

Investigador/a principal Centros participantes Servicio

Dawid Vicente Baz HOSPITAL UNIVERSITARIO VIRGEN
MACARENA

ALBERTO MORENQ CONDE HOSPITAL UNIVERSITARIO VIRGEN
MACARENA

Luis Gabrie! Luque Romero Marena del Aljarsfe Ciudad Expo

Documentos del proyecto

Nombre Version Fecha
Memena Economica LUCIA. pdf
cvn_COMPLETO_DVB DICIEMBRE23.pdf
COMPROMISO INVESTIGADORES

LUCIA pof
HIP y CI LUGIA SAS pdf v.i0
Estados del provecto
Estado final Fecha
PENDIENTE DE ENVIO 1711172023
ENVIADO 15122023
'REVISADO 181122023
I PENDIENTE DE EVALUAGION 1871272023

Figure 3: Request for the evaluation of research projects of the "Junta de Anadlucia" Ethics Committee
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2. Basque Country Clinical Site
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Figure 4: Request for the evaluation of research projects of the "Drug Research Ethics Committee" of the Basque Country

47

A

*

European
Comi




X35

o

LUng Cancer-related risk factors and their Impact Assessment

LUSKD JALKLARITZA 5{ ? GOBIERNG VASCO

0 e Dt Farian st y araeca fo 6 mmchos Sy Sams Lo s

Theo
Lnaarstan

Codign

LUCIA

ng Lung Cance’ nedated nsh factons and o Impact

Tipo de extitac SCRauR Al e ctienes xosdal:
PIOYECIO 00 PNESEQICIN DIOMGNCS | E51u80 Con datos

Promotor del eatndbo

s Bicboaa
Mondorpernon de comtacto
SUmana Mepos de ty Fusrie
Verssn y facha ded prosocoko
worsdn 1 0

ESCopm ana opciom |obgamano chchar nag

% ¢ sceon iormeTITes=t: pATTEd: 3 pacerts

Versitn y fecha de 5 Mose de Indonmaosin al paciente [opciin de warias P | 1 por lnes)
Verson 1.0 dale 22 of DEC of 2
Fecha previnis An de protocoks

<

90 10 20MC00 Branciaonn para o sslingie ?

o= de i 13

Detir ApOnarse L3 Mmmon eCONMMCA. Si No Jrocade, Dor DO CONIYA DINEDM O Vil
cxirsordmanas tal y come dobe iefiage en ol iefirme ded nivesbigador®, inadigucto sguc
WO PROCEDE

verTegAuton e (3 wet g Cwees sk

M0 (0 vestigadones

O 10 34 Mhaden TH PG

Mota 1 Geowraiosecds s Wlade o

AT POF AT § BN

Uts T 5 34 %0 henPeatn of extathe Tvem Roywio te SVEWGecn 3ok s emis Ko rveigad

Torstre
Wago

| GOBIERNO VASCO

Apetaton
PERES GUIMAN

Servicar
Neumolopia
Cormrotnstmcsin
noapital de San Eloy
Trovinca
LIS ST
T petwin B0 pervicio T
= 0
E4nad de comactic
SSIDAT PRRIQUIIGEosa R0 i
Teletrara
S84000700
Mondie
L2~
Apetadon

gren Echateny

Cererafnstancian:
Hoogrtal Urrpersitanc cruces

Prosnomn
actan
LEn jote'a e serweo 1
Ll ]
E4nad de contacts
cdaechebemaosadea oun

Teletona:
SE00A000

Normbre:

rane

Apeitidon:
Exposiio Hemer
Sarvitm

CS mamanga
Carerammstaucicn:
CS mamang)

Frovnce:
o

A

I

Europe:
Commission

HORIZON-MISS-2021-CANCER-02

Apetvam
Lascuritem Cones

Servich:
Radooga

Controdnwsticion
M Basur

Wrovmose
B

2E jetnla de servrcia T
.

SRosI0NtIs o

Talebora
Se4005000

Wornbr:
rrhul

Ageivson

[ RS e T
Servic:
Nusaceogia

Cantronestacionc
ot te Gakebae

Provincm
Bohaa
LB jein'n & merwicie T
¥ no
E-rral e contaciz:
o ST OO
Tetehoro:
084007000
LR
ma

CLANEI N

Apeivaos

AT 000
Sorwrcie
raackpia
CortioWettucion
Mottt O sz

Frovincie
Boka
LE3 jetn's Se merecisT:
* N0

Eonodl e comtacte
e ametartndaosabioeto s

EUSKD JAURLARITZA

LE4 jefein 00 sarvicia?

conlactn:
Ko eroge

Tabetono
545007680

Namtre:

Juan Migus!

Apeidvdre

Campayo Perz

Serwour.

CS5 Banmoseda

Controtomioucida

CS Bamaseda

Poviecs

(SRR

LE4 jefern 00 servicio?
® 5

E-mael de contacto:

RERTIGa CATIEC YO 0% Ml

Tebedonc:
46102225
Nomstee!

]

Apeiddos

D¢ Benilo Sobeaod

Servio:
Gorgmecky

Comtrotnaitucisn
3 Gordexcla

Proviscs
Bhon
LE jetein 00 sevvicin?
» %o
E-madl de contacto!
73 OeheNMSGNIOE oLk 123 aus

Documernos aportados
Documenton sputades
Acwpt gl vy w3 vy Ty

AowaITr e T mrvEC) EAIT

48

;{‘ GOBIERNO VASCO

{ GOBIERNO VASCO

¥
4 ,

L
CAR_sortrerid by seres rostrrasoga_*5 8 pet

LU comarmmtint by mwcoioghs mecias_HUBL 1 oob



X35
(XX

IUSKO JAURLARITZA

Docsrestos sporsedon

el e Kok bt i $P it

Caromi - e

e e

Crerie e - S ey

G oactanr e 123 sermes rrposey

[y,

G e vy g r—

A e N ) T e (A

v Fan s sreaGeey T

3 20 03¢ W4 FeemIg
” Pt AACE IYEIIGESD MRECH oF TAZE SMET

" pATCEET

Coangomming Se K

e e
R e

e ] i et
o P an Ve e g g moya = nde b

Ciandena 06 WCOpES S Jaoe

DOt 80 A bt I U i il y

L pepey e

Varrons cem o o

AATCULT A 3 DGR ' Sethad. G et s
NS Gt ¥ R e L

gt

el

e e 30 TrevgEs e Saated
prares v ot o SR Snihieh 1 ookt

g

ST, Ve I T

Ga e Sarkach. w e s

Jrmars vz T o T aeahen e aatate te W
"

:{“ CGOBIERND VASCO

MUCIA strmatad e damiss &
swoopc_

LUCIA_smrmmiod iole Semmom romreibioge_=UC s

JCAM_mmrrecdad W'y e coenioge
reon_HIG o

LG ORE 0ES

b gas
e A LR

A_smmarimiws P arosiogie s _HUB2 pet

A_compomme Ty

o —eags_

of_Proep_Besgwloentry, ¥

O, o mume Cosila st

72 Awvna borbeage p

A

I

op

33

ER
B
g

g

g

HORIZON-MISS-2021-CANCER-02

49

KUSKD JAIRLARITZA

Do awmerton apaatano

o e A g o b -
e vz gaw ol COW-E ansta 4 50 o1
g

Zutrsoham Vi O ERaSigacnr +0 RS © b
prers vt on ol CERe B avehis wn state dy erie

Cumsoubean e 3¢ reastigocr v sk ed. ¥ 0 b
S T G W R s
—

i) Wiae Sl Wiy o0 ARl ¥ o W
Drers e Tae ¥ CDE ek n @O e et
e

-y
-‘-z’ GOUILANG VASCO

Powvden

it Vit o



X35

o

A

I

er
3is
33
]
g
s

LUng Cancer-related risk factors and their Impact Assessment

HORIZON-MISS-2021-CANCER-02

Administracion Publica de la CAE

Registro electionico. Rec

de presentacion de documentos

= del Registre

wro de

gisten 207 SKTEN1 58

techa de registro 2 125154920

Techa de recopcson de In salicimad 223 1%:48-20

Interesado

SUSANA METTIDE DE LA

LENTE

DIRFCCION DE NVES LI0ON £ INRONVACTON SANTTARLAS
Asunto
Evaluscion de estudos observacionsies con medicamentos, de proecton de bwestigadon y de productos ssaitarios (CE

Efecto del silencio admimistratrve

Caducnk

Plazo maximo de resolucion

Documantos anexos

w Acepracion de los servicios lmplicados - LUCTA _contormidad jefe servicko nesomodogla _H0. pd!
Jaca_HUB - 1.pdf
anatanin patologee s HIN pdl

» Aceptacion de los servicios implicados - LUCLA_conformidad jefe oncologes o

w Aceptacion de los servicios maplicados - LUCIA_confarmidad jele ser
o Aceptackon de los servicios lmplicados - LUCTA_conformidad jele servicio meamelogle HUC gt
» Aceptacion de los servicios LUCTA_contormidad jele servicio oncologia medica_HUC pat
» Aceptacion de los servicios LUCIA_CONFORMIDAD JEFE SERVICTO RADIODIAGNOSTICO W
LUCTA_ canfornnadad jele servicio radiologia_gabsdakaopidf

o Aceptacion de los servicios implicados - LUCTA _conformidad jefe servicio nenmalogia_ SANELOY, pdl

w Aceptacion de los servicios implicados - LUCTA_CONFORMIDAD TUAP_CS_MAMARIGA, pd!

= Aceptackon de los servicions implicados - LUCTA_conformidad MIAP_CS_Balimaseda, pdt

w Breve lnforme del 1P en el que explique 1a practica halitusal en ef centro - LICTA_INFORME INVESTIGADOR A plt

w Copramiso de todos los investigadores participantes en e Pais Vasco [lnvestigadar principal en cads cemtro) - LUCTA_compee
nvestigador nenmologia HUB_ TGOR. pd¢

= Compromiso de todos los investigadores participantes en e Pass Vasco [Investigadar poincipal en cada cemtro) - LUCTA_compromiso 1
P oncologia médica_HOB- 2pdf

» Comgpromnsise de todos los investigadores particiy
nvestigador newmologin. HUC, pdt

» Compromso de todos los investigadores participantes en e Pass Vasco [Investigador principal en cada centro) - LUCTA_compromiso |
nvestigados oncologis medica _HUC gull

.pdt

w Aceptacion de los sery

w0 |

des en el Pass Vasco [investigadar principal en cada centro) - LUCIA_compeomiso |

o Compromisn de todos oy imvestigadores particiy
INVESTIGADOR RADIODIAGNOSTICO M, patt

w Comprongse de todos los investigadores participantes en ef Pads Vasco [investigador peincipal en cada centro) - LUCTA_COMPROMISO
INVESTIGADOR ANATOMIA PATOLOGICA MM, pddi

o Compromass de todos los investigadores participantes en @l Pais Voason {investigedor primcipal on cada contra) - LDCIA_COMPRONISO
INVESTIGADOR_CS_MAMARIGA pdf

w Compronsine de todos los investigadares participantes en el Pass Vasco (investigadar prindpal en cada centio) - LOCTA_cospeoaniso |
nvestigador _CS_Balmaseda.pdf

» Cuaderno de recogida de dotos - LUCTA_CRD_ VIO _22122023.pd1

= Docwnientos de consentinlento Informado con versibn y fecha o Justificackon de exendclon - LOCIA_WIP-CI_VI.0_22122023 pdt

w Memwrtia clentifica con version y fecha - LUCIA_Protoced_Prosp BasgueComtry_V1.0_ 22022023 pdf

w Curricubum Vitae ded investigades en Euskadi, si es la pelnera vez gue el CELn £ evalia s estudio de este investigador, - CV_ Lgee [t
tirbe Susilla.pdt

w» Curvicubum Vitae ded investigador en Euskadi, sl es la pomera ves gue el CETne-E evalia un estudio de este investigador, - CV_Ainhoa
dsagn, pdf

Curricubnm Vitae del myvestigador en Euskadi, s1 es ln pramern ver que ¢l CLEm-£ evalun un estudee de esto investigador, - €V _Tider Az
kona pdf

les en ol Pabs Vasco [investigador proimcipal en cada contro) - LDCTA_COMPROMNISO

o Corvicubum Vitae ded investigador on Eushadi, si es la prinmera ver gue ol OF i £ ovalos un estudio de este investigador, - CV_LARRAI
12 GARCIA pilt

» Curricubum Vitae del mvestigodor on Enskad|, st es ln pramera vez que ol CLEm-T evalos wn estudes de este imvestigador, - €V_Marta |
Azaro.pdf

o Curnculum Vitse del imvestigador en Luskadi, st es la primera vez gue el CLEm-L ovalo
xposito (corte).pdf

= Curriculum Vitae del investigador en Euskadi, si e la primera wez gue el CELn £ evalioe un estudio de este investigador. - €V_Mooica
Salz.pdd

o Carmculum Vitae del investigador em Euskadl, s es la primera vez gue el CEDm-© evalua an estudio de este investigador. - CV Juan Mig
vel pd!

= Solicitwd - Solicind. vl

eatudio de este investigndor. - €V _Traide ©

w Firmado vlectronic amente por:

At acidn Pubiten de la CAE

50




X35

o

2

LUng Cancer-related risk factors and their Impact Assessment

3. Belgium Clinical Site

Comité d'Ethique Hospitalo-Facultaire C' ’
Universitaire de Liége (707)
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I

HORIZON-MISS-2021-CANCER-02

% * LIEGE

Universitaire de Liage (707)

Comite d' Ethique Hospitalo-Facultalre ' ’

Nom du senvice ou e épertement

Service G pnousologk

Chae! de setvice Ou S Sépartement

Prof Dr Renasud Loun

Nom du chercheur

Prof Dr Jefien Guiot

Emeil | putctchuhee be
N de seleghone a0

Nom de Is personne de contact’ Benoit Lrmst
Email fencii e fiongdiape be
N* de séteghone 6-5536

Nom du promateur NA
Email NA
W de ttiéphoane NA

NOM du CO-ChmICheur Sventue®

Dr Astnd Pavsuy

Email

adnShutege be

N* de séiéphone

7400

European
Comi

e Livge

MCH* — Collecte et utilisation
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thedr impact Assessment
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Figure 5: Request for the evaluation of research projects of the "Comité d'Ethique Hospitalo-Facultaire Universitaire de
Liege”

51




oo
(X R}

A

*
*

I

Europe:
Commission

LUng Cancer-related risk factors and their Impact Assessment

GHL

ae Livga

HORIZON-MISS-2021-CANCER-02
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4. Latvia Clinical Site

IESNIEGUMS

CENTRALAS MEDICINAS ETIKAS KOMITEJAS ATZINUMA SANEMSANAI
PAR PETIJUMA ATBILSTIBU BIOETIKAS NORMAM
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5. Iesaistitas personas

5.1. Vaditajs/ organizators (vards.
uzvards. telefona numurs, adrese,
pielikuma Curmculum vitae)

Prof. Alvils Krams, Latvijas Umiversitites
Kliniskas un profilaktiskas medicinas institiits,
vadosais pétmieks. tel. +37129237807.

alvils krams(@aslimnica lv

alvils krams(@ gmail com

1. Iesniedzéja

Latvijas Universitates Kliniskas un profilaktiskas medicinas

nosaukums institits (LU KPMI), pétnieks Linda Mezmale

2. Pétijuma Ar plausu véz1 saistito riska faktoru izpratne un to letekmes

nosaukums novertéjums

3. Pétijuma mérkis | Petijuma mérkis ir 1zstradat prognozésanas modelus plausu véza
agrinai diagnostikal. pamatojoties uz riska faktoru identificéSanu
un dzilaku $inu izpratni, izmantojot realo datu registru; ar riska
novértésanas rikiem. neinvazivam skrininga iericém un omikas
analizi.

4. Pétijuma Plausu vézis ir viens no izplatitakajiem audzgjiem pasaulé. Piecu

zinatniskais gadu dzivildze dazidiem plausu véZa veidiem svarstas no 6-7%

nozimigums (sikiinu plausu vézim) lidz 23-28% (nesikSunu plausu véza

gadijumd). Paraléli tam strauji pieaug plausu véza
diagnostic&sana to vidd, kas nekad nav smék&usi. Tas savukart
liecina par to, ka ja turpinat veikt pétijumus tikai koncentréti
smek&tajiem, tiks palaisti garim cifi riska faktori, kas ietekmé
plausu véza attistibu vispargja populacija.

Plausu véza skrimings un agrina slimibas atklaSana var batiski
letekm@ mirstibas samazindsanu globali — laicigi atklajot
slimibu agrina stadija ir iesp&jamas vairakas arstésanas metodes.
Agrina slimibas atklaSana uzlabotu pacienta prognozi un
saglabatu dzives kvalitati, tadejadi samazinot ekonomisko
letekmi uz sabiedribu.

Sobrid plausu véza skrininga metode, kas uzradijusi augstaku
pieradijumu limeni. ir zemas devas datortomografija. Tomér
datortomogrifijas lietoSana ir ieteicama tikai noteiktdim vecuma
grupam. un ta ir izraisijusi plasas diskusijas par plusiem un
minusiem, un to, ki to var ieviest liela méroga populacyja
Butiskakas atklatds problémas ir $adas: nepietiekama plausu
véza skrininga lietoSana augsta riska subjektiem un ievérojama
parmériga lietosana cilvékiem, kuri negiist labumu no plausu
véza skrininga; optimizétu. nskam pieligotu plausa véza
skrininga protokolu tritkums (intervali un ilgums) nav 1zveidots
So iemeshu dél datortomografijas izmantosana plausu véza
skriningam  joprojam ir loti ierobeZota. Nemot véra
datortomografijas augstas izmaksas, ir nepiecieSamas jaunas
pieejas. lai efektivak izmantotu plausu véza skrininga resursus,
izmantojot jaunu instrumentu kopumu. kas apvieno uzlabotu
izpratni par plausu véza vides. genoma un riska faktoriem un
saistitajiem $tinu procesiem plausu véza attistiba.

Viena stratégija. kas varetu palidzet noverst 3os at3kirigos plausu
véza skrininga kérdlus. ir uzlabot skrininga efektivitati un
leguvumus, individualizgjot twpmikid plausu véza mska
novéréumu

5.2. Tesaistitie pétmieki (vardi,
uzvardi, telefona numun. adreses,
pielikuma Curnculum vitae)

Dr. Linda Mezmale, Latvijas Universitates
Kliniskas un profilaktiskas medicinas institiits,
pétmieks, tel. +371 29918302

linda mezmale@lu.lv

Dr. med. Ilmars Stonans, Latvijas Universitates
Kliniskas un profilaktiskas medicinas institiits.
vadosais pétnieks, tel. +371 28655158
imars.stotansi@lu.lc

Dr. Rihards Mikilps-Mikgelbs. Latvijas
Universitates Kliniskas un profilaktiskas
medicinas institits. zinatniskais asistents,
tel +371 29358407
nihardsmikilps@gmail. com

5.3. Iesaistitas arsmiecibas lestades
vai struktiirvienibas vaditaja
pieknisanas pétijuma projektam

Rigas Austrumu klimiskd universitates slimnica
(RAKUS). RAKUS pieknsanas sanemsana
Sobrid ir procesa un ir aizkav&jusies atbildigo
darbinieku prombiitnes dél. Tiklidz sanemsim
apstiprindjumu,  t3 lesmegsim  piekriSanas
dokumentu CMEK.

5.4. Kontaktpersona sazinai ar
komiteju [atzinuma nosiitizanai]

dr. Linda MeZzmale
linda mezmale/@lu.lv
tel +371 29918302

6. Informicija par pétijumu [So sadalu 6.-10.punkts neaizpilda, ja iesnieguma
pielikuma pievienots pétijuma protokols ]

6.1. Pétfjuma veik3anas laiks
(sakuma un beigu datums)

01.01.2024 -31.12.2026. i
Pacientu iesaiste tiks uzsakta tikai p&c CMEK
un RAKUS atlauju iegiiSanas.

6.2. Metodes

Gaistoo organisko savienojumu identificsana,
statistiskas masmmacisanas algontmi.
maksligals intelekts, gentiskd testS3ana,
maksligi intelekta modelu izveidodana. jaunu
eksperimentalo lericu izgatavoSana (asins
paraugu analizators — spektrometrijas karte;
plasa  spektra  biomarkieru  plakstens
biomarkiern identificésanai sviedros. ada),
izelpas  analizators, gaistoio  organisko
savienojumu noteik$anai.

6.3. Tehniskais aprikojums

Spektrometrijas karte, plasa spektra
biomarkieru plakstens, izelpas analizators

6.4. P&tjuma nonse

Pétijums sastav no 3 fazém: 1. faze: visparéjas
populdcijas skrinings: 2. faze: precizitates
skrimings; 3. faze: diagnostika. Pétfjuma laika
kopuma paredz@tas 4 vizites pie pémieka/arsta:

Figure 6: Request for the evaluation of research projects of the "Centrald medicinas étikas komiteja"
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1. sakoméja vizite; 2. vizite 6 ménesi (ieplanota
attalinaty); 3. vizite 12 meénesi; 4. vizite 24
meénesL

1 faze. Visparéjas populdcijas  skrinings:
identificds 1edzivotajus ar zemu vai vid&u
plauda v&za risku, saskand ar izstradato niska
faktoru novértd§jumu, kas ir piemérots
turpmakam skriningam.

No pétijuma subjektiem tiks ievakta informacija
par sociodemografiskiem datiem (vecums.
dzimums. etmiska piederiba. izglitibas limenis).
medicinisko  véstui  (gimenes anamnéze,
blakussaslimsanas, plasu saslim3anas). kaitigo
vielu iedarbibu (alkohola lietosana, smék&sanas
status, kancerogénu iedarbiba darba); tiks
fikséti objektivie parametri: augums, svars,
kermena masas indekss. asinsspiediens,
sirdsdarbiba, elposanas atrums. Dalibniekiem
bis jaaizpilda dzives kvalitites anketa,
vidusjiiras diétas ievérosanas anketa.

Péfijuma dalibniekiem tks veiktas asmns
analizes. nosakot pilmn asins ainu, EGA.
glikozi, CRO. kopéjo olbaltumu, albuminu, Ca,
ALAT.ASAT. SF, GGT. urea, kreatininu. N.K.
Ja péc asins analizes veik3anas tiks novérota
novirzes no normas. pétmieks, kurs ir atbildigs
par pétijuma iesaistito subjektu, risinas situdciju
saskana ar parasto klimisko praksi

Atsevisks asins paraugs tiks nosiifits genoma
analizel (genoma analize tiks veikta tikai tad, ja
pacients atseviski dos savu pieknsanu analizei).
Pétijuma dalibnieki veiks izelpu specidli
izstradata  izelpas  analizatora  (izelpas
biomarkieru 1dentici&$anai), nodos 3-5 ml asins
paraugu spektometrijas kart? (biomarkieru
identificdsanai). Tie subjekti, kunem péc
izelpas testa un spektometrijas analizes bias
pozitivi vai neskaidn rezultati, tika novirizi uz
2fazes pétjuma posmu. kur tiks veikta
datortomografija krisu kwrvim. k3 arl tks
pieliméts plasa spektra biomarkieru plakstenis
(biomarkieru identificgsanai sviedros, 3da).

Péc 6 méneSiem kops 1. vizites tiks veikta
rekrutéto dalibniekn starpanalize. Paredzéta
attalinata vizite (telefona saruna), kuras laka
tiks legata informacija par slimibas véstun
(jaunas diagnozes, sashimsanas epizodes,
arstésanas staciondra/ambulatori); kaitigo vielu
faktorn (smék&Sanas wuzsikiana. alkohola
lietosana. kancerogénu iedarbiba darba); tiks
registréti ar plausu vézi saistitie simptomi:
klepus, kas nepariet vai pastiprinas. asins krépu
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atkleposana, sapes kriitis. kas bieZi pastiprinas
ar dzilu elposanu, klepu vai smiekliem. aizdusa,
apetites zudums. neizskaidrojams svara
zudums, elpas trikkums, nogurums vai vajums,
infekcijas (bronhits. pneimomija). kas nepariet
vai atkartojas. séksanas epizodes

Péc 12 ménesiem (klatienes vizite) kops 1.
vizites tiks registréti atkartoti klimskie dati,
objektiva atradne. Tiks registréti ar plausu vézi
saistitie simptomi.

Péc 24 ménesiem (klatienes vizite) kops 1.
vizites tiks registrsti atkartoti kliniskie dati,
objektiva atradne. Péfijjuma dalibniekiem tiks
veiks izelpu tests speciali izstradata izelpas
analizatora (izelpas biomarkieru
identiciéSana), atkartoti bi@is nepiecieSams
nodet 3-5 ml asins paraugu spektometrijas karté
(biomarkieru identific3anai).

2 faze. Precizitites skrinings: idenfificés
ledzivotdjus ar paaugstinatu risku saslimt ar
plausu véz1 saskana ar 1zstradato nska faktoru
novértdjumu, kas ir piemérots turpmakam
skrimingam, izmantojot zemu izmaksu lerices
kopienas apstaklos vai centralizétas skrininga
lestades.

3. faze Diagnoze: nska faktoru novértésanas
rnka 1evades izmantoSana kopd ar
biomarkieriem palidzés diferencét diagnozes
darbplismu. paatrinat diagnostikas procediru
un uzsakt vispiemérotako arstéfanas rezimu.
Saja fazé tiks ieklauti tie dalibnieki, kam
skrininga fazé tika diagnosticéts plasu vézis vai
nenoteikt: plasu mezglini. Ja biis nepiecieSams
sasniegt nepiecieSam pacietnu skaitu, papildus
tam tiks rekrtutét: sekojosi pacienti:

- pacienti ar jaunu plausu mezglinu vai plausu
véza diagnozi. pimms arsté3anas uzsaksanas
arpus  skrimnga fazém no pneimologa
konsulticyam;

- CT skrininga pacienti. kurl nosiifiti uz
turpmaku skengSanu nenoteikfu plausu mezglu
klatblimes d&l;

- pacienti ar diagnosticétu plasu vézi (no
stacionara vai pneimonologa konsultacijam).

3. fazes dalibniekiem tiks veiktas analogiskas
asins analizes ka pie fazes 1., veikts izelpas
tests; biis nepieciesams nodot 3-5 ml asins
paraugu spektometrijas kart; pieliméts plasa
spektra biomarkieru plaksteris (biomarkieru
identificésanal sviedros. ada).
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6.5. Dalibnieku skaits,
raksturojums, ieklausanas un
izslégianas kritryji

1000 daltbmieki
Teklauianas krit&riji:

—  abu dzimumu subjekti vecuma no 40
Itdz 80 gadiem, kuri vElas un spés
levErot pEtfjuma protokolu veiks visus
nepiecieiamos laboratorijas testus un
izmek]&umus, kas biis nepiecieSami
pEtljuma letvaros, pirms tam parakstot
mform&tis pieknsanas formu.

Izslézianas kntéri:

— subjekt: jaundki par 40 gadiem;

— subjekti, kuriem nevarés veikt
uzraudzibu vismaz 2 gadus, vai tie, kas
nevarés piedalities pétfjuma lidz galam:

— subjekti, kuri neparaksta imform#tas
pieknsanas formu;

— Sobrid val 1epneks bijis plansu vezs;

— péd&jo piecu gadu laiki bija
diagnosticéts eits laundabigs audzgjs,
iznemot nemelanomas adas vzl

— videjl smagas val smagas
blakusslimibas, kas nelauj pabeigt
pEtijumn, ja tiek konstatét atradumm.
kas liecina par plausu jaunveidejumn
(p&c pemieka klnisk3 sprieduma) vai
kirurgiskas iejaukiands (<6 menesi), ja
ieprieks nav apstiprindts ar
citohistologisko izmek]&5anu;

— mneaizsargitas personas: subjekti ar
smagim psihiskdm shmibdm;
aizbildniba esoids personas; personas,
kuriem atnemta briviba;

—  gritmieces.

petijuma daltbmeki un personas.
kuras nav spgjigas paust savu gribu?

1zsmegta arl rakstiska informacya par petijuma
nomnst, inform#tas pieknsanas forma. Potencials
pétfjuma dalibmieks tiks ieklauts pEtjum3a fikai
tad, kad iepazisies ar izsniegtiem dokumentiem,

parakstls inform#&tas pieknsanas formu.

9. Izmantotie biologiskie paraugi

9.1. Va1 pefijuma tiks 1egifi un/val
izmantoti cilveka izcelsmes
biologiskie paraugi? Ja ja.
detalizéti aprakstiet planoto
parangu skaitu, veldus, ieguves
procesi.

No pacientiem tiek leglih asins  paraugl
(standarta analizes noteilk3anai; genoma
analizel; spektromefrijas analizel, nosakot
gaistoios biomerkierus asinds), 1zelpas paraugi
(gaistoso biomarkiern noteikSanai), sviedn (tiks
iegfiti no plasa spektra biomarkiern plakstera,
biomarkiern identificZianai).

9.2, Vai pefijum3 tiks izmantotas
cilveka Sinu linijas? Ja ja,
detalizéh aprakstiet Sinu Iiniju
veidu un ieguves avotu.

Nav paredzéts.

9.3, Cik 1lgi un k3 tiks uzglabat
pétijumi 1zmantotie cilveka

Péc paraugu analizfSanas wun rezultitn
levadiSanas datmbaze, biologiskie paraug fiks

dalibu pefijuma?

1zcelsmes biolegiskie paraugi? uwtlizét1  atbilstoii laboratorpas  1eksgjEm
standarta procediiram.

9 4. Kas notiks ar pétijuma ietvaros | PEtjjumd izmantotie biologiskie paraugi tiks

legiitajiem biologiskajiem uwhlizétr  atbilstesn  laboratonmjas  1eksEam

paraugiem, ja persona partrauks standarta procediiram.

10. Riskn un ieguvumu analize

10.1. Kadi ir fiziskie un/‘vai
psihelogiskie riski pafljuma
dalibniekiem?

lespgjams diskomforts, kas rodas nonemot
adhezivus neliela 1zmfra plaksterus. Asins
parauga nemsanas vietd retos gadijumos var
rasties neliels asins 1zplidums, vai vel retak -
neliels lokils adas iekaisums.

Ir iespfjami sarefffumi saisttbd ar CT

velksanu, tomér tie tiks atmmnati pacienta

7. Pétijuma dalibnieki ar ipadim vajadzibim JIA |NE informetas piekrifanas formds, kas tiek
i-l- I‘_e]:'ll-_“ﬂd-rg_lf I _ X izmantetas medicias 1estadss konkrétajal
7.2, Neatliekamas medicimskas palidzibas pacienti X manipulicijai

7.3. Personas. kuras nav sp&jizas paust savu gribu X | 102 Kadi pasakumi tiks veikti Petfjuma  dalibnieki sapems  detalizétu
i'4' Ieslﬂd.zme X nsku samazinisanal un petljuma mformicyu  par katru p@fjuma posmu,
7.5. Grilinieces X dalibnieku aizsardzibai? veiktajim manipuldcijam.

_ﬁ Mates, kas zida bemus X 10.3. Kads ir p&tijuma rezultiti Pétijuma laik3 tiks izstriditas potenciili jaunas
7.7. Cita aizsargdjama grupa: X sagaidamais ieguvums sabiedribai? | plansu vEz3 skrininga metodes; 1zstradatie

8. Informétis piekrisanas veids
8.1. Vai pétfjuma daltbnieki parakstTs inform&tds pieknifanas veidlapu? X
82 Var pétijuma dalibmiekn likumiskie parstivi parakstls mform@tas
piekrianas veidlapu?

8.3, Vai pétfjuma dalibnieki sniegs inform&to piekrisanu dalibai pEfljuma X
citdi veiddi, neparakstot mform&tis pieknsanas veidlapu (pieméram,
anonima aptauja)?

prognozéianas modeli plauiu vEza agrinai
diagnestkal smiegs jaunas zindsanas par plausu
vEZa attlstibu, riska faktoriem.

Daltbai 3aj3 petijuma nebils tiefas letekmes uz
pacienta veselibas stavokll un arsteSanu,
subjektu  ziedotie biologiskie paraugi un
sniegtds atbildes uz jautijumiem var palidz&t

v

10.4. Kads ir p&tijuma rezultata
sagardamals 1eguvums peffjuma
dalibniekiem (ja 33ds ieguvums ir
sagaldams)?

8.4 Kas, kad un kida veid veiks
inform#&tds piekriZanas procedim,
t.sk. ki tiks mformét nepilngadigie

Pemieki potencidliem pétjuma dalibniekiem
izskaldros pétTiuma mérki, gaitu, paredzétds
aktivitites pEfijuma ietvares. Papildus tam tiks

izstradat metodes, ar kuram atrik wm precizik
diagnosticEu plausu vezi. Turklat daliba Saja
petijuma veicinds igtermina saslimstibas um
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ir indicéts atbilstosl medicinas
Findtmes atzinfm

10.5. Vai pstijuma pastav iespgja
legiit nozimigu informaciju par
pétijuma dalibmeku veselibu
(individudl petijuma rezultati,
sekundan pétfjuma rezultati
negaiditi atradumi)? Ja j&, aprakstiet
fcibas planu adiem gadljumiem -
vai un ki par 3du mformEciju tiks
informéti pétjuma dalibnieki?

Ja tiks noteikta nozimiga informacija par
petijuma subjektu wveselibas stavokll, tad
atbildigais p&inieks nsinfs situciju saskand ar
standarta klinisko praksi kop3 ar arst&joso arstu
(subjektn nosiitls pie konktréta specialista, pEc
nepiecieSamibas  &rstéjoSais  Arsts  nosiitis
papildus izmek]&jummn veiksanai).

11.5. Apliecindjums, ka pétTjuma
veikianai nemtais biologiskais
materials tiks izmantots tikai
konkr&ta petljuma merkim

LU EPMI iesaistitie p@mieki apliecma, ka
nemtie biologiskie paraugi tiks izmantoti tikai
konkretd pEijuma merkim.

10.6. Vai p&tijuma rezultdt var radit
diskriminfcijas val shgmatizacijas
niskus petijuma dalibniekiem vai
vinu parstivétdjam sabiedribas
grupam? Ja ji, aprakstiet Sos riskus
un pasikumus nsku samazindsanai.

Pétljuma rezultdti nevar radit diskrimindcijas
val shgmatizicijas riskus pétijuma
dalibniekiem  wval  wvigu  parstivetd)am
sabiedrTbas grupdm.

11.6. Aphecinjums par
kompensaciju pEffjuma dalibniekam
sareZgTjumu gadijumos

Veselibas sarezgfjumu riski Zajd projektd nav
paredzami.  Kompensicija par kait&jumu
pétljuma dalibmieku privitimam ja sensifivie
dati vai izp&tes rezultiti tikuii nelikumigi nodoti
trefajai  persomal, tiek pledzita Latvijas
likumdoSana paredzétaja kartiba, izskatot $adus
gadfjunms individugli.

11. Etiskie apsvérumi

11.7. Aphecingjumu, ka p&tijuma
prekslaicigas partrauk Sanas
gadfjumi, rakstisks zmojums par
iemesliem, tiks nekavéjoties nositits
Centrilal medicinas Etikas komitejai

LU EPMI iesaistiie ptmieki apliecma, ka
pétijuma pnekslaicizas partrauksanas gadijumai,
tiks smiegts rakshsks zimojums par pétiuma
pértrauksanas lemesliem Centrilai medicinas
Etikas komitejai.

11.1. Apliecindjums, ka p&tfjums
tiks veikts saskand ar Paraules
Madicinas aseciacijas Taipejas
deklardciju, Pasaules Medictnas
asocidcijas Helsinku deklardciju,
Eonvencija par cilvéktiesibu un
cienas aizsardzibu biologifd un
medicing - KEonvencija par
cilvéktiestbam un biomedicinu
[Ovjedo konvencrju] un
normativajiem aktiem

Petfjums tiks veikts saskand ar Pasaules
Medicinas asociicijas Helsinku deklardciju un
Eiropas Padomes Konvenciju par cilvéktiesibu
un cilvéka ciepas aizsardzibu biologiji un
medicing un sekojodlem Latvijas Fepublika
spekd esofiem likumiem un normativiem
aktiem:

» Cilveka genoma izptes likums. 13.06.2002;

* Fizisko persomu datu apstrides likums
21.06.2018.

* Pacientu fiesibu hkums. 17.12.2009.

11.8. Apliecindjumu, ka izmainas
protokola tiks iesniegtas komitejai
apstipriniSanal (atzinuma
smegsanal)

LU EPMI iesaistitie p@mieki apliecma, ka
gadfjumi, ja tiks veiktas izmanas pEtjuma
protokeld, tad izmainas tiks atkartoh lesmegtas

Centrilds medicinas &tikas komitejai.

12, Personas datu apstriide [So punkiu neaizpilda, ja iesnieguma pielikuma
pievienots Datu aizsardzibas speciilista apliecindjumu par 1
{Butiski pseidomimizéti dati arl ir personas danil)

11.2. Apliecindjums, ka pétijuma,
Izmantojot autopsijas materidlu, tiks
ievéretas likumu “Par mirufa
cilvéka lermena aizsardzibu un
cilvéka audu un organu
izmanteianu medicing” prasibas

Nav paredz&ts izmantot autopsijas material
PpEfTjuma.

11.3. Aplhecmajums, ka bém
pétijuma tiks ieklauti tikai péc tam,
kad biis sapemts béma likumiski vai
ieceltd pirstavja rakstisks
apliecindjums par pEtijuma
skaidrojuma sagemSam un
piekrifanu dalibai petijuma. Béma
flesibas tiks respektStas atbilstodi
speka esofajiem normativajiem
aktiem.

Nav paredz&ts ieklaut bémus pétfjuma.

12.1. Vai ptijuma ietvaros tiks
legiiti un apstradit Ipaso kategomju
personas dati (genstiskie dati,
biometriskie dati, dati, kas atklaj
rases, etnisko piederibu, politiskos
uzskatus, religisko, filozofisko
parliecibu, dalibu aredbieditbas,
veselibas dati, dati par personas
dzimumdzTvi vai seksulo
onenticiju)? Ja ja, detalizéh
aprakstiet personas datu veidu un
avotu.

No pétijuma daltbniekiem tiks ievikti dati par
sekojodu informaciju:

o Vecums, drimmums, etnisk3 piederiba,
socidlekonomiskie fakton, deprivicyas mdekss,
1zglftibas limems un fizickis apskates dat
Mediciniskd vésture un kaifizo vielu iedarbiba.
Dati no anketim par dzives kvalitih (pacients

00

pildis patstavigi).
o Dati par datortomogrifijaz  izmeklSjummu
(apraksts).

Petijuma dalibniekiem personigi tiks wuzdoti
jautdjumi par lepriekiminftie punktiem. Péc
nepiecietamibas, petijuma dalibniekiem tiks
paliigts smiegt nepiecieamos dokumentus, kas
apstiprma  konkrétas diagnozes, 1zmeklgjumm
aprakstus.

11.4. Apliecindjums, ka patijuma
IEmumu pienemt nesp&jizi pieangusi
pefijuma dalibnieki tiks ieklaufi tikai
péc rakstiskas pieknsanas
sanemsianas atbilstoii Pacientu
fiesibu likuma 7 pantam. ja pEtijums

Nav paredz&ts ieklaut pieangusos, kas nespEjin
pienemt [Emumu par dalibu peffjuma

12.2. Vai pétijuma ietvaros tiks
veikta personas dam
pseidonimizacija vai
anommizacija? Ja ja, aprakstiet
pseidonimizacijas un/vai
ANCMmizacijas procesus.

Personas dati tiks uzglabit kodZt3 veidi, katram
pacientam pieskirot unikih identifikicijas kodu
Kedéta informacga un ar to  saistitais
identifikacijas saraksts (kodu atslZgas) glabasies
atsevitkl. Kodu atslégas iespEjams identificgt
tikai kInisk3 centra ietvaros noteiktam darbinieku
lokam ar lietotdja vardu un piekluves paroleém
(atslégam). Personas datiem biis ierobeZots
pieejamibas statuss — informacija paredzéta tikan
noteitktam darbimeku lokam ar hetotdja vErdu un

56




X35
(XX

LUng Cancer-related risk factors and their Impact Assessment

piekluves parcleém (atslégim), un datu apstradi
veic tika pilovaroti darbimieki.

12.3. Cik ilgi. kur un k3 tiks
uzglabit personas dati?

P&c pétijuma beigm personas dati tiks glabati
projekta datubdzé 10 gadus, pamatojoties uz
sekojosdm saistibam:

« ES tiestbu aktl, plemé&ram. personas dati, kas
potenciali ietverti dokumentdcijd, uz kum attiecas
Fegulas (ES) 2017/745 par medicInas lericém XV
pielikuma I nodala.

» Turklat dati ir jEuzglabd 5 gadus péc pEtfjuma
beigdm ki dala no projekta konsorcija saisfibam
pret Eiropas Komisyu saskand ar programmu
"Apvarsnis Eiropa”. PEc 10 gadu pemoda ar
personu  saistitie dati tiks dzésti, ja wvien
nepastives citi juridiski piendkumi, kas liks datus
uzglabat vl dlgaku ladku.

Personas dati tiks uzglabdt kod#td veidi, katram
pacientam pieskirot umkal identifikicyas kodu
Kodétda informdcija wn ar to  saistitais
identifikdcijas saraksts (kodu atslZgas) glabasies
atseviiki.

124 Kam biis piekluve personas
datiem pétijuma ietvaros?

Personas datiem bis ierobeZots piesjamibas
statuss — informacija paredzéta tikal noteiktam
darbinieku lokam ar lietotdja vardu un piekluves
parolém (atsl¥gdm), un datu apstradi veiks tika
pilnvaroti darbinieki.

12.5. Kas notiks ar personas
datiem, ja persona partrauks dalibu
pETuma?

Subjekta personas dati tiks dz8sti no pEtijuma
datubizes.

12.6. Vai pétijuma notiks
sekundira iepnieks citiem mérkiem
legiitu personas datu apstride
(pleméram. no péfijuma dalibnieku
mediciniskajiem dokumentiem.
registriem, datu bazém, arhiviem)?
Ja 33, kads biis datu avots un
Iikumiskais pamats datu apsirdden?

Nav paredzéts.

12.7. Vai pétijuma ir planota
pétljuma dalibnieku noveredana vai
1zsekoiana (pleméram, levicot
geolokicijas datus ar elektronisku
iericu palidzibu)?

Paredzéts notelkt dzivesvietas geolokiciju,
pamatojoties uz pEtijuma dalibnieku smegto
atbildl. Geolokicijas noteik3ana nepiecieiama, la
identificétu potenciilos plauia vEz3 argjos riska
faktorus (piemé&ram. rifpnicas, fabrikas we).

12.8. Vai pétfjuma dalibmekiem
tiks sniegta personas datu parzina
kontaktinformacija?

J&, t& ir noradita inform#ta prekn3and.

13. Starptauntiska sadarbiba

13.1. Vai pétijuma ir iesaistiti
sadarbibas partnen arpus ES
valstim? Ja ji. miniet valstis.

Technion (Izraela): péfijuma laikd analizés
gaisteSo  orgamisko  savienojumun - paraugus
(izelpas iekdrtim un spektrometrijas kartem).
pamatojoties  uz  pseidommizStiem  personas
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datiem. veidos maSmmacisanas klasifikatora
algorntmu

Emoda Yazilim Ve Damismanlik Sanayi Ticaret
Limited Sitketi  (Twrcija): apkopos datus
eksperimentalam iericém., atbalstis datu ievadi un
vizualizaciju, k3 arl veidos maksliga intelekta
riska faktoru modelus, pamatojoties uz
pseidonimizétiem datiem.

University of Ulster (Apvienota Karaliste): veiks
vides un socidldemografisko datu riska faktoru
analizi, izmantojot geotelpisko analizi un
masinmacisanas metodes, un izstradas makshiza
mntelekta modelus, pamatojoties uz dalibnieku
pseidonimizétiem datiem.

13.2. Vai pétijuma ietvaros ir
planots importét/eksportét personas
datus no/uz ES valstim vai valstim
arpus ES? Ja ja, detalizéti
aprakstiet planotas darbibas.

Personas dati tiks importéti no‘uz ES valstim un
uz valstim arpus ES. Personmas dati bus
pseidonimizéti. tadél konkrétas personas nevarés
identificét. Pseidomizétu datu apmaina notiks
caur projekta laika izstradato datu bazi.

13.3. Vai pétijuma ietvaros ir
planots import&t/eksportét cilveka
1zcelsmes biologiskos paraugus vai
Stnu Iinijas no/uz ES valstim vai
valstim arpus ES? Ja ja. detalizéti
aprakstiet planotas darbibas.

Asins paraugi genoma analizei tiks apstradati un
analizéti ES. Spamja, “Centro Nacional de
Anilisis Genomico”™ (CNAG. www.cnag.eu).
Paredzéts veikt visa genoma sekvencésanu. lai
identificitu epigenomiskds izmamas visos génos
un starpgénu regionos. No 3iem paraugiem
legiitie dati tiks glabati un apstradati CNAG datu
centrd, kas paredzéts liela datu apjoma apstrades,
uzglabasanai un parvaldibai. Sim datu centram
var pieklit tikai CNAG pilnvarots personils
saskand ar stingrajiem ISO 27001 (informdcijas
droiibas, kiberdrosibas un pnivatuma aizsardzibas
parvaldibas sistémas) nosacljumiem, ko pamrauga
datu aizsardzibas specidlists (dpo@cnag.eu).
CNAG procesi atbilst ISO 9001 kvalitates
vadibas sistému sertifikdcijai un ir akreditéti ar
ISO 17025. nodrosinot kompetenci un derigu
rezultitu genergianu.

13.4. Citas valsts bio&tikas
komitejas atzinums (ja tads jau ir)
par multilaterala pétijuma veiksanu

P&tfjuma kliniska nonse tiek realizéta Latvija un
Eiropas kliniskajos centros (Belgija — “Centre
Hospitalier Universitaire de Liége”, Spanija —
“Servicio Andaluz de Salud Servicio™. “Vasco de
Salud Osakidetza™ un “Biocruces Bizkaia Health
Research Institute™. Sobrid visi iesaistitie
klniskie centri iesniegusi pétijumu protokolus
étikas atziSanai savas valstis.

14. Finanséjuma
avots (pasutitajs)

Honzon 2021, projekta numurs: 101096473

15. Pielikuma Pievienotas
datnes
nosaukums

15.1. Informacija p&tjuma dalibniekam par pétjumu un inform#ta

pickniana dalibai pEfijuma un datu apstridel

Datums 15.12.2023. Paraksts
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1. Precision Screening and Diagnosis Clinical Protocols

In this section, we include the screenshots of the “Clinical Management and Study
Plans” sections of each one of the Clinical Sites (Andalusia, Basque Country, Belgium
and Latvia) for the Precision Screening and Diagnosis:

a. Andalusia clinical site

b+ocruces
bizkaia

PHASE 2 study: Precision Screening: Idenfify citizens at elevated risk of

developing LC according to the developed nisk factor assessment, suvitable for
further screening using low-cost devices in community-based setings or in

centralized screening facilities.

Subjects will be included in this phase and follow-up:
High risk of LC volunteers by Al analysis in phase 1 (visit M3)

Screening encouragement will be developed in Hard-toreach community

[zee note below).

VISIT1 - Baseline

Thoracic surgeons andfor pneumclogists from the different clinical sites wil
identify possible participants ot eardy-stage LC that underwent a surgery and

hard-to-reach community.

The researcher will proceed to inform the selected patients about the possikility
of participating in the clinical tnal by explaining them what their participation
will consist of through the Patient Information Sheet and the Informed Consent.
The participants will be able to ask all the questions they deem appropriate in
order to clarify all their doubts and will take the time they consider necessary to
decide.

* Hard-to-reach individuals are self-excduded individuals from screening recruitment. For this study,
additional communication efforts will be made to recruit those who have not responded to the
acceptable lung health check approach. These subjects would then join the normal lung-health check
pathway but will be treated as subset-analysis. Subjects that are diagnosed as late-stage disease (eg.,
admission via emergency care) and meeting the criteria for CT screening and recruited within the
hospital setting will be classified as hard-to-reach. Subjects with early-stage disease that are recruited in
a surgical setting but have not done CT will be classed as hard-to-reach.

PROTOCOL CODE LUCIA
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If the patient wishes to paricipate in the study, they will sign the Informed
Consent and a code will be assigned to guaranty the pseudoanonymization of
the patient and included in the participant's electronic health record (EHE).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaberators will

acces the EHR of each patient and will record the clinical data:

Sociodemogrophic data: Age, Gender, Ethnicity, socioeconomic

factors, deprivation index, education level.

Physical exploration: Height, Weight, Body Mas:s Index (BMI), blood

pressure, heart rate, respiratory rate,
Spirometry result

Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD{+ GOLD classification)/ asthma, Interstitial Lung
Disease (interstitial patterns), bronchiectasis, arterial  hypertension,
dyslipidemia, previous acute myocardial infarction, vasculopathies and

chronic treatment.

Exposure to harmful agents: smoking and occupational exposure
[physical activity and frequency, alcohol infake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, eccupational

exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be

collected and filed as part of the participant's information:

Lifestyle Quality of Life [Qol) questionnaires: HPLP-ll, Fantastic lifestyle

Checklist, Mediterranean diet adherence test and EuroGol.
Gec-ocation

Investigators will collect a blood sample of the parficipants for its analysis,

including:

General Biochemistry: Glucose, HDL Cholesteral, Iron, C reactive protein,

Proteins, Albumin, LDL Cholestercl, Feritin, Chloride, Lactate
PROTOCOL CODE LUCIA
version 1.0 (15/09,/2023) Page 32 of 47

Figure 7: Precision and Diagnosis clinical protocol for the Andalusian Clinical Site

58



X35
(XX

LUng Cancer-related risk factors and their Impact Assessment

()

[l

Europ
Commission

HORIZON-MISS-2021-CANCER-02

b+ocruces
bizkaia

dehydrogenase [LDH), Tnglycerides, Cholesteral, transfemrin, phosphats,
calcium

Hepatic profile: GOT, GPT, GGT, Bilirubin, Akaline phosphatase
Kidney profile: urea, Creatining, Sodium, potassium, Urate
General haematology: blood count, erythrocyte sedimentation rate

Hemostasis:  partial  thremboplastin time,  fibinogen,  intemational

normalized ratic (INR), prothrombin time

Omics analysis based on blood samples: patient: will also be asked to
participate in the specific OMICS sub-onalysis evaluating genetic and
epigenetics modifications. (Specifications of management of these

blocd samples are descrbe in section 8).

If abnormal values are cbserved after performing the blood analysis, the
researcher in charge of the subject involved in the study will handle the

situation according to usual clinical practice.

Professionals will guide parlicipants in the use of the non-invasive portable

devices studied in this assay:

Breath Analyzer (BAM): Collection of a breath sample for biomarkers

identification

Spectrometry-on-Card [SPOC): Collection of a 3-5ml of blood sample or

biomarkers identification

Wide Specirum Biomarker Sensing Patch [WBSP): Application of a patch

to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin.

All these data wil be entered in the Case Report Form (CRF) of the study

developed by Biloomatica.

The clinician wil make an appointment (or use a recently performed CT-scan)
for a Low Dose Computerzed Tomography (LDCT) in order to verify the lack of
pulmonary nodules or lung cancer disease in the patient at the beginning of
the project.

Subjects from phase 1 [high nsk of LC velunteer by Al analysis).

PROTOCOL CODE LUCIA

wiersion 1.0 {15/09,/2023)
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Those subjects that, after being evaluated in phase 1, have been classified as
of high rnsk of developing a LC (this is, subjects who show positive or uncertain
results after the use of both SPOC and BAM] will be referred to this second
phaze and will undergo CT scans in Phase 2.

These subjects will only have to be guided in the use of the Wide Spectrum
Biomarker Sensing Patch (WBSF) and use their blood sample for the Polygenetic
Scoring analysis.

Bazed on the assessment carmied out by the results of the LDCT, the devices
(individuals who show positive or uncertain results) and by Al analysis sk factor

model, subjects {both new subjects or subjects from phase 1) will:

Continue in Phase 2: Precision Screening oy LDCT

Be refemred to Phase 3: Diagnosis if by results of initial LDCT lung cancer or

Indeterminate Pulmonary Nodules {IPM) are found.
Follow up visit 2 (6 months £ 30 days)

4 months after the beginning of the project an interim analysis of the recruited
patients will be camed out to verfy the heterogeneity of the sample and to
enzure that we comply with the representativeness of each group in the study.

If the minimum percentage of subject per group iz not achieved, the
recruitment will follow in the misrepresented group uniil the balance is restored.

This visit will be performed remotely.
During this visit, the following information will be recorded:
Medical record: Mew diagnoses, clinical episodes and/for treatments.

Exposure to harmful agents: smoking and occupational exposure
(physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, fime elapsed since last cigarette, occupational

exposure to carcinogens).
Guide symptoms of a possible Lung Cancer will also be recorded:
A cough that does not go away or gets worse

Coughing up blood or rust-colored sputum [spit or phlegm)
PROTCICGL CODE LUCIA
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Chest pain that iz often worse with deep breathing, coughing, or
laughing
Hoarseness
Loss of appetite
Unexplained weight loss
Shortness of breath
Feeling tired or wealk

Infections such as bronchiti: and pneumonia that don’t go away or keep

coming back
Mew onset of wheszing

All these data will be entered in the Case Report Form (CRF) of the study and in
the app developed by Bilbomatica.

Follow up visits 3 (12 months * 2 months)

During the follow up wvisits (every 12 months from wvisit 1), the prncipa
investigater and/or their collaborators will access the electronic health record

[EHE) of each patient and will review and update patient’s data:

Physical exploration: Height, Weight, Body Mass Index (BMI), blood
pressure, heart rate, respiratory rate, Spirometry result or GOLD >4/ ABE.

Medical record: Mew diagnoses, clinical episodes and/or freatments.

Exposure to harmful agents: smoking and occupational exposure
(phyzical activity and frequency, alcohol intake, cigarstte packets/year,
age of smoking onset, fime elapsed since last cigarstte, occupational

exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be

collected and filed as part of the participant's information:

Lifestyle Quality of Life [Qol) questionnaires: HPLP-I, Fantastic lifestyle

Checklist, Mediterranean dist adherence test and EuroQol.

PROTOCOL CODE LUCIA

version 1.0 (15/09,/2023)
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All these data will be entered in the Case Report Form [CRF) of the study.

Early-stage LC patients that underwent a surgery (stages | to llA without
indication of adjuvant freatment of any kind, M0) cannct be controlled by LDCT
in follow-up visits. In these patients, staging CT must be used instead.

Based on the assessment camed out by the results of the LDCT, the devices
(individuals who show positive or uncertain results) and by Al analysis risk factor

model, subjects [both new subjects or subjects from phase 1) will:

Continue in Phase 2: Precision Screening oy LDCT

Be referred to Phase 3: Diagnosis if by results of initial LDCT lung cancer or

Indeterminate Pulmeonary Modules {IPN] are found.
Final visit {24 months * 2 months)

During the last visit (24 months from visit 1), clinical data and guestionnaires will

be recorded:

Physical exploration: Height, Weight, Body Mass Index (BMI), blood

pressure, heart rate, respiratory rate
Spirometry result.
Medical record: Mew diagnoses, clinical episodes and/or treatments.

Exposure to harmful agents: smoking ond occupational exposure
[physical activity and freguency, alcohol intake, cigarette packets/year,
age of smoking onset, fime elapsed since last cigarette, cccupational

exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be

collected and filed as part of the participant's information:

Lifestyle Quality of Life [Qol] guestionnaires: HPLP-, Fantastic lifestyle
Checklist, Mediterranean dist adherence test and EuroQol.

All these data will be entered in the Case Report Form [CRF) of the study.

Participants will alse be guided in the use of the non-invasive portable devices
studied in this assay:
PROTOCOL CODE LUCIA
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Breath Analyzer [BAM): Collection of a breath sample for biomarkers
identification

Spectrometry-on-Card (SPOC): Collection of a finger-prick blood analysis
for biemarkers identification

Wide Spectrum Biomarker Sensing Patch [WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin

The clinician will make an appointment [or use a recently performed CT
through SOC) for a Low Dose Computenzed Tomegraphy (LDCT) in order to
verify the lack of pulmonary nodules or lung cancer disease in the patient at

the end of the project.

PHASE 3: Diagnesis: Harnessing the inputs from the nsk factor assessment tool, in
combination with biomarkers and omics data will be able fto assist with
differenfiation in the diagnosis workflow, to accelerate the diagnosis procedure
and initiate the most suitable treatment regimen

In this phase, we will include:

Patients diognosed with indeterminate pulmonary nodules or Lung
Cancer from the screening phases.

If it is necessary to reach the number of patients, we wil recruit:

Patients with new diagnosis of pulmonary nodules or Lung Cancer, prior
initiation of treatment, outside the screening phases from pneumology

consultations.

CT screened patients that are referred for follow-up scan because of the

presence of Indeterminate Pulmonary Nodules (IPM).
Subjects identified Lung Cancer following their baseline scan.
VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumologists from the different clinical sites wil
identify possicle participants if the number of recruited participants required has
not been reached from previous phases.

PROTOCOL CODE LUCIA
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The researcher will proceed to inform the selected patients about the possikility
of participating in the clinical tnal by explaining them what their participation
will consist of through the Patient Information Sheet and the Informed Consent.
The participants will be able to ask all the questions they deem appropriate in
order to clarify all their doubts and will take the time they consider necessary to

decide.

If the patient wishes to paricipate in the study, they will sign the Informed
Conzent and a code will be assigned to guaranty the pseuvdoanonymization of
the patient and included in the participant’s electronic health record (EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will

access the EHR of each patient and will record the clinical data:

Sociodemographic data: Age, Gender, FEthnicity, socioeconomic

factors.

Height, Weight, Body Mass Index (BMI), blood pressure, heart rate,

respiratory rate.
Spirometry result.

Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD [+ GOLD classification)/ asthma, Interstitial Lung
Disease (interstitial patterns). bronchiectasis, arterial hypertension,
dyslipidemia, previous acute myocardial infarction, vasculopathies and
chronic freatment.

Exposure to harmful agents: smoking and occupational exposure
[physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, cccupationa
exposure to carcinogens).

The participant will have to complete the following guesfionnaires, which will be
collected and filed as part of the participant's information:

Lifestyle Quality of Life [Qol) guesfionnaires: HPLP-I, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EuroQol.
PROTOCOL CODE LUCIA

Version 1.0 15/09/2023) Poge 38 of 47



X35
(XX

LUng Cancer-related risk factors and their Impact Assessment

()

[l

Europ
Commission

HORIZON-MISS-2021-CANCER-02

b4ocruces
bizkaia

Geo-location
Investigators will collect a blood sample of the parlicipants for its analysis,

including:

General Biochemistry: Glucose, HDL Chaolesteral, Iron, C reactive protein,
Albumin, LDL  Cholssters|, Chloride,
dehydrogenase [LDH), Tnglycerides, Cholesterol, transfemn, phosphate,

Proteins, Ferritin, Lactate

calcium

Hepatic profile: GOT, GPT, GGT, Bilirukbin, Alkaline phosphatase
Kidney profile: urea, Creatinine, Sodium, potassium, Urate

General haematology: blood count, erythrocyte sedimentation rate

Hemestasis:  partial  thrombeoplastin time,  fibinogen,  international
normalized ratio (INR), prothrombin time

Liquid biopsy

If abnomal values are chserved aofter performing the blood analysis, the
researcher in charge of the subject involved in the study will handle the

situation according to usual clinical practice.

Professionals will guide paricipants in the use of the non-invasive portable
devices studied in this assay:

Breath Analyzer (BAMN): Collection of o breath sample for biomarkers
identification.

Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for
biomarkers identification.

Wide Spectrum Biomarker Sensing Patch [WBSP): Application of a patch

to measure biomarkers in sweat, Interstitial Fluid (I13F) and skin.

All these data will be entered in the Case Report Form [CRF) of the study

developed by Biloomatica.

Subjects from previous phases [diagnosed by findings in [DCT).

PROTOCOL CODE LUCIA
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Those subjects that, ofter being evaluated in previous phases, have been
diagnosed with lung Cancer andfor have been found Indeterminate

Pulmonary Modules will be refered to thiz third phasze.

These subjects will orly have to be guided in the use of the non-dnvasive

portable devices studied in this assay:

Breath Analyzer (BAN): Collection of a breath sample for biomarkers

identification.

Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for

biomarkers identification.

Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I13F) and skin.

A ligquid biopsy will also be performed.

Patients included in this phase wil undergo the usuval treatment for their

diognosis as per usual clinical practice until the end of the study.

PROTOCOL CODE LUCIA
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b. Basque Country Clinical Site

Codigo y version:
AX.02_PO.03-SPR.18.02

PHASE 2 study: Precision Screening: /denfify citizens at elevated risk of developing LC
according to the developed risk factor assessment, suitable for further screening using low-cost
devices in community-based seftings or in centralized screening facilities.

Subjects will be included in this phase and follow-up:

— High risk of LC volunteers by established risk factor models analysis in phase 1 (visit
M3)

Screening encourag 1t will be developed in Hard-to-reach community® (see note below).

VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumologists from the different clinical sites will identify possible
participants at early-stage LC that underwent a surgery and hard-to-reach community.

The researcher will proceed to inform the selected patients about the possibility of participating
in the clinical tnial by explaining them what their participation will consist of through the Patient
Information Sheet and the Informed Consent. The participants will be able to ask all the
questions they deem appropriate in order to clanfy all their doubts and will take the time they
consider necessary to decide.

If the patient wishes to participate in the study, they will sign the Informed Consent and a code
will be assigned to guaranty the pseudoancnymization of the patient and included in the
participant’s electronic health record (EHR).

* Hard-to-reach individuals are self-excluded individuals from screening recruitment. For this study, additional
communication efforts will be made to recruit those who have not responded to the acceptable lung health check
approach. These subjects would then join the normal lung-heaith check pathway but will be treated as subset-
analysis. Subjects that are di as late-stage disease (eg., via emergency care) and meeting the
criteria for CT screening and recruited within the hospital setting will be classified as hard-to-reach. Subjects with
early-stage disease that are recruited in a3 surgical setting but have not done CT will be classed as hard-to-reach.

Este documento impreso es COPIA NO CONTROLADA. comprobar Ia versicn en fa intranet / web

bto 1

Caodigo y version:
AX.02_PO.03-SPR.18.02

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access the EHR of
each patient and will record the clinical data:

— Sociodemographic data: Age, Gender, Ethnicity, socioeconomic factors, deprivation
index, education level.

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood pressure, heart rate,
respiratory rate,

— Spirometry result

— Medical record: Family history of lung cancer or other types of cancer, emphysema/
COPD (+GOLD classification) asthma, Interstitial Lung Disease (interstitial patterns),
bronchiectasis, arterial hypertension, dyslipidemia, previous acute myocardial infarction,
vasculopathies and chronic treatment.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packetsfyear, age of smoking onset, time elapsed

since last cigarette, occt ional

e to carcinogens).

The participant will have to complete the following questionnaires, which will be collected and

filed as part of the participant’s information:

— Lifestyle Quality of Life (QoL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQol.

— Geo-location
Investigators will collect a blood sample of the participants for its analysis, including:

— General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein, Proteins,
Albumin, LDL Cholesterol, Ferritin, Chloride, Lactate dehydrogenase (LDH),
Triglycerides, Transferrin Index, Cholesterol, transferrin, phosphate, calcium

— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase

— Kidney profile: urea, Creatinine, Sodium, potassium, Urate

— Tumor markers: CEA, CA125, CYFRA 21.1, NSE

— General haematology: blood count, erythrocyte sedimentation rate

- Hemostasis: partial thromboplastin time, fibrinogen, international normalized ratio (INR),

prothrombin time

Este documento impreso es COPIA NO CONTROLADA. comprobar la version en |a intranet / web

bio 2

Figure 8: Precision and Diagnosis clinical protocol for the Basque Clinical Site
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Codigo y version:
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- Omics analysis based on blood samples: patients will also be asked to participate in the
specific OMICS sub-analysis evaluating genefic and epigenetics modifications.
(S ifications of

P

1t of these blood samples are describe in section 8).

If abnormal values are observed after performing the blood analysis, the researcher in charge
of the subject involved in the study will handle the situation according to usual clinical practice.

Professionals will guide participants in the use of the non-invasive portable devices studied in
this assay:
— Breath Analyzer (BAN): Collecticn of a breath sample for biomarkers identification
- Spectrometry-on-Card (SPOC): Collection of a 3-5mL of blood sample or biomarkers
identification
- Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.
All these data will be entered in the Case Report Form (CRF) of the study developed by
Bilbomatica.
The clinician will make an appointment for a Low Dose Computerized Tomography (LDCT) in
order to verify the lack of pulmonary nodules or lung cancer disease in the patient at the

beginning of the project.

Subjects from phase 1 (high risk of LC volunteer by risk factor models analysis)

Those subjects that, after being evaluated in phase 1, have been classified as of high risk of
developing a LC (this is, subjects who show positive or uncertain results after the use of both
SPOC and BAN) will be referred to this second phase and will undergo CT scans in Phase 2.

These subjects will only have to be guided in the use of the Wide Spectrum Biomarker Sensing
Patch (WBSP) and use their blood sample for the Polygenetic Scoring analysis.

Based on the assessment carried out by the results of the LDCT, the devices (individuals who
show positive or uncertain results) and by risk factor model analysis, subjects (both new subjects

or subjects from phase 1) will:

- Continue in Phase 2: Precision Screening by LDCT
— Be referred to Phase 3: Diagnosis if by results of initial LDCT lung cancer or
Indeterminate Puimonary Nodules (IPN) are found.

Follow up visit 2 (6 months + 30 days)

Este documento impreso es COPIA NO CONTROLADA. comprobar a version en la intranet / web
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6 months after the beginning of the project an interim analysis of the recruited patients will be
carried out to verify the heterogeneity of the sample and to ensure that we comply with the
representativeness of each group in the study.

If the minimum percentage of subject per group is not achieved, the recruitment will follow in the

misrepresented group untii the balance is restored.
This visit will be performed remotely.
During this visit, the following information wiil be recorded:

— Medical record: New diagnoses, clinical episodes and/or treatments.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarefte packetsfyear, age of smoking onset, time elapsed
since last cigarette, occupational exposure to carcinogens).

Guide symptoms of a possible Lung Cancer will also be recorded:

— A cough that does not go away or gets worse

— Coughing up blood or rust-colored sputum (spit or phiegm)

— Chest pain that is often worse with deep breathing, coughing, or laughing

— Hoarseness

— Loss of appetite

— Unexplained weight loss

— Shortness of breath

— Feeling tired or weak

— Infections such as bronchitis and pneumonia that don't go away or keep coming back

— New onset of wheezing

All these data will be entered in the Case Report Form (CRF) of the study and in the app
developed by Bilbomatica.

Follow up visits 3 (12 months + 2 months)

During the follow up visits (every 12 months from visit 1), the principal investigator and/or their
collaborators will access the electrenic health record (EHR) of each patient and will review and
update patient’s data:
— Physical exploration: Height, Weight, Body Mass Index (BMI), blood pressure, heart rate,
respiratory rate.

— Spirometry result

Este documento impreso es COPIA NO CONTROLADA. comprobar [a version en fa intranet / web
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— Medical record: New diagnoses, clinical episodes and/or treatments.
— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed

since last cigarette, occupational exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be collected and
filed as part of the participant’s information:

— Lifestyle Quality of Life (QoL) questionnaires: HPLP-Il, Fantastic lifestyle Checklist,

Mediterranean diet adherence test and EuroQol.
All these data will be entered in the Case Report Form (CRF) of the study.

Early-stage LC patients that underwent a surgery (stages | to llA without indication of adjuvant
treatment of any kind, NO) cannot be controlled by LDCT in follow-up visits. In these patients,
staging CT must be used instead.

Based on the assessment carmed out by the results of the LDCT, the devices (individuals who
show positive or uncertain resuits) and by risk factor model analysis, subjects (both new subjects

or subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by LDCT
— Be refered to Phase 3: Diagnosis if by results of initial LDCT lung cancer or
Indeterminate Puimonary Nodules (IPN) are found.

Final visit (24 months = 2 months)
During the last visit (24 months from visit 1), clinical data and questionnaires will be recorded:

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood pressure, heartrate,
respiratory rate

— Spirometry result. (not performed in Latvia)

— Medical record: New diagnoses, clinical episodes and/or treatments.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed

since last cigarette, occupational exposure to carcinogens).

the
filed as part of the participant’s information:

The participant will have to cc naires, which will be collected and

— Lifestyle Quality of Life (QoL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,

Mediterranean diet adherence test and EuroQol.

Este documento impreso es COPIA NO CONTROLADA, comprobar Ia versicn en la intranet / web
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All these data will be entered in the Case Report Form (CRF) of the study.

Participants will also be guided in the use of the non-invasive portable devices studied in this

assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification

— Spectrometry-on-Card (SPOC): Collection of a 3-5mL of blood sample or biomarkers
identification

- Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure

biomarkers in sweat, Interstitial Fluid (ISF) and skin

The clinician will make an appointment for a Low Dose Computerized Tomography (LDCT) in
order to verify the lack of pulmonary nodules or lung cancer disease in the patient at the end of
the project.
PHASE 3: Diagnosis: Hamessing the inputs from the risk factor assessment tool, in
combination with biomarkers and omics data will be able to assist with differentiation in the
diagnosis workflow, to accelerate the diagnosis procedure and initiate the most suitable
treatment regime
In this phase, we will include:

— Patients diagnosed with indeterminate pulmonary nodules or Lung Cancer from the

screening phases.
If it is necessary to reach the number of patients, we will recruit:

— Patients with new diagnosis of pulmonary nodules or Lung Cancer, prior initiation of
treatment, outside the screening phases from pneumology consultations.

— CT screened patients that are refemred for follow-up scan because of the presence of
Indeterminate Pulmonary Nodules (IPN).

— Subjects identified Lung Cancer following their baseline scan.
VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumclogists from the different clinical sites will identify possible
participants if the number of recruited participants required has not been reached from previous
phases.

The researcher will proceed to inform the selected patients about the possibility of participating
in the clinical tnal by explaining them what their participation will consist of through the Patient
Information Sheet and the Informed Consent. The participants will be able to ask all the
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questions they deem appropriate in order to clarify all their doubts and will take the time they

consider necessary to decide.

If the patient wishes to participate in the study, they will sign the Informed Consent and a code
will be assigned to guaranty the pseudoanonymization of the patient and included in the
participant's electronic health record (EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access the EHR of

each patient and will record the clinical data:

- Socicdemographic data: Age, Gender, Ethnicity, socioeconomic factors.

— Height, Weight, Body Mass Index (BMI), blood pressure, heart rate, respiratory rate.

— Spirometry resuit.

— Medical record: Family history of lung cancer or other types of cancer, emphysema/
COPD (+ GOLD classification) asthma, Interstitial Lung Disease (interstitial patterns),
bronchiectasis, arterial hypertension, dyslipidemia, previous acute myocardial infarction,

and chronic treatment.

— Exposure to harmful agents: smoking and occupational exposure (physical activity and
frequency, alcohol intake, cigarette packets/year, age of smoking onset, time elapsed

since last cig , occupational

e to carcir ).

The participant will have to complete the following questionnaires, which will be collected and
filed as part of the participant’s information:

— Lifestyle Quality of Life (QoL) questionnaires: HPLP-II, Fantastic lifestyle Checklist,
Mediterranean diet adherence test and EuroQol.

— Geo-location

Investigators will collect a blood sample of the participants for its lysis, ir ing:

— General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein, Proteins,
Albumin, LDL Cholesterol, Ferritin, Chioride, Lactate dehydrogenase (LDH),
Triglycerides, Transferrin Index, Cholesterol, transferrin, phosphate, calcium

— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase

— Kidney profile: urea, Creatinine, Sodium, potassium, Urate

— Tumor markers: CEA, CA125, CYFRA 21.1, NSE

— General haematology: blood count, erythrocyte sedimentation rate
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— Hemostasis: partial thromboplastin time, fibrinogen, international normalized ratio (INR),
prothrombin time
— Liquid biopsy

If abnormal values are observed after performing the blood analysis, the researcher in charge
of the subject involved in the study will handle the situation according to usual clinical practice.

Professionals will guide participants in the use of the non-invasive portable devices studied in
this assay:
— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.
— Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for biomarkers
identification.
— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch to measure

biomarkers in sweat, Interstitial Fluid (ISF) and skin.

All these data will be entered in the Case Report Form (CRF) of the study developed by
Bilbomatica.

Subjects from previous phases (diagnosed by findings in LDCT)

Those subjects that, after being evaluated in previous phases, have been diagnosed with Lung
Cancer and/or have been found Indeterminate Pulmonary Nodules will be referred to this third

phase.

These subjects will only have to be guided in the use of the non-i ive portabie di
studied in this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers identification.
— Spectrometry-on-Card (SPOC): Collection of a 3-5mi blood sample for biomarkers
identification.
— Wide Spectrum Biomarker Sensing Patch (WBSP): Applicaticn of a patch to measure
biomarkers in sweat, Interstitial Fluid (ISF) and skin.
A liquid biopsy will also be performed.
Patients included in this phase will undergo the usual treatment for their diagnosis as per usual

clinical practice until the end of the study.
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PHASE 2 study: Precision Screening: Identify cifizens at elevated risk of developing
LC according to the developed rsk factor assessment, suvitable for further
screening using low-cost devices in community-based setlings or in cenfralzed
screening facilities.

Subjects will be included in this phase and follow-up:
— High risk of LC volunteers by Al analysis in phase 1 {visit M3)

Screening encouragement will be developed in Hard-to-reach community! [see
note below).

VISIT 1 - Baseline

Mew participants:

Theracic surgeons andfor pneumologists from the different clinical sites will
identify possible parficipants at eary-stage LC that underwent a surgery and
hard-to-reach community.

The researcher will proceed to informn the selected patients about the possibility
of participating in the clinical tnal by explaining them what their participation will
congst of through the Patient Information Sheet and the Informed Consent. The
participants will be able to ask all the questions they deem appropriate in order
to clarnfy all their doubts and will take the time they consider necessary to decide.

1 Hard-to-reach individuals are self-excluded individuals from screening recruitment. For this study,
additional communication efforts will be made to recruit those who have not responded to the acceptable
lung health check approach. These subjects would then join the normal lung-health check pathway but
will be treated as subset-analysis. Subjects that are diagnosed as late-stage disease (e.g., admission via
emergency care) and mesting the criteria for CT screening and recruited within the hospital setting will
e classified as hard-to-reach. Subjects with early-stage disease that are recruited in a surgical setting but
have not done CT will be dassed as hard-to-reach.
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If the patient wishes to parlicipate in the study, they will sign the Informed
Consent and a code will be assigned to guaranty the pseudoanonymization of
the patient and included in the participant’s electronic health record (EHR].

The code will be as explained in phaze 1.

During this first visit, the principal investigator and/or their collaborators will access
the EHR of each patient and will record the clinical data:

— Scciodemographic data: Age, Gender, Ethnicity, socioecenoemic factors,
deprivation index, education level.

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood
pressure, heart rate.

— Spirometry result (if available through 30OC)

— Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD [+ GOLD classificafion)/ asthma, Interstitial Lung
Disease (interstitial patterns), bronchiectasis, arfenal hypertension,
dyslipidemia, previous acute myocardial infarction, vasculopathies and
chronic treatment.

- Exposure fo harmful agents: smoking and occupational exposure
(physical activity and frequency, alcohol intfake, cigarette packetzfysar,
age of smecking onset, time elapsed since lost cigarette, cccupational
exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be
collected and filed as part of the participant's information:

— Lifestyle Qualty of Life [Qol] questionnaires: HPLP-ll, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EurcQol.

- Geolocation

All clinical sites will perform a common bleod test that will be enriched in each
one of the sites as follows:

Andalusian Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

- General Biochemistry: Glucose, HDOL Cholesterol, Iron, C reactive protein,

Proteins, Albumin, LDL Chelestercl, Femitin, Chloride, Loctate
dehydrogenase (LDH), Triglycerdes, Cholesterol, transferin, phosphate,
calzium
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— Hepatic profile: GOT, GPT, GGT, Biirubin, Alkaline phosphatase

— FEidney profile: urea, Creatinine, Sodium, potassium, Urate

- General haematology: blood count, erythrocyte sedimentation rate

— Hemostasis: partial  thromboplastin time, fibrinogen, international
normalized ratio (INR), prothrembin time

—  Ormics analysiz: based on blood samples: patients will alko be azked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of management of these blood
samples are describe in section 8).

Basque Cowntry Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

— General Biochemistry: Glucose, HOL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholesterol, Femtfin, Chlorde, Loctate
dehydrogenase (LDH), Tnglycendes, Transfermn Index, Cholesteraol,
tranzfemn, phosphate, calcium

— Hepatic profile: GOT, GPT, GGT, Biirubin, Alkaline phosphatase

- Kidney profile: urea, Creatinine, Sodium, potassium, Urate

— Turnor markers: CEA, CA125, CYFRA 21.1, NSE

— General haematology: blood count, erythrocyte sedimentation rate

- Hemostasis: parfial  thromboplastin time,  fibrinogen,  international
normalized ratio (INR), prothrombin time

—  Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenstics modifications. (Specificatiorns of management of these blood
samples are describe in section 8).

Belgian Clinical Site: Investigators will use data gathered through SOC, including
but not limiting fo variables (General overview of potential markers) combining
mandatory and nice to have biclogical marker: collected through SOC:

— General Biochemistry: C reactive protein, Proteins, Chlonde
— Hepafic profile: GOT, GPT, GGT, Biirubin, Alkaline phosphatase
— FKidney profile: Creatinine, Sodium, potassium, Urate
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— General haematology: blood count

— Omics analysis based on blood somples: patients will also be asked to
participate in the specific OMICS sub-analysiz evaluating genetic and
epigenetics modifications. (Specifications of patients enrcllment and
management of these blood samples are describe in section 8).

Latvian Clinical Site: Investigators will use data gathered through 5OC, including
but not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biclogical markers collected through SOC:

- Glucose, C reactive protein, Proteins, Albumin, Calcium

— Hepatic profile: GPT, GG, Bilirubin, Alkaline phosphatase

— Kidney profile: urea, Creatinine, Sodium, potassium,

—  General haematology: blood count, erythrocyte sedimentation rate

— Omics analysis based on blood somples: patients will also be asked to
participate in the specific OMICS sub-analysiz evaluating genetic and
epigenetics modifications. [Specifications of patients' enrocllment and
management of these blood samples are describe in section 8).

Professionals will guide paricipants in the use of the non-invasive portable
devices studied in this assay:

— Breath Analyzer [BAN): Collection of a breath sample for biomarkers
identification

— Spectrometry-on-Card (SPOC): Collection of a 3-5mlL of blood sample or
biomarkers identification

—  Wide Specfrum Biomarker Sersing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (ISF) and skin.

All these data will be entered in the Case Report Form (CRF) of the study
developed by Bilbomatica.

All clinical sites: The clinician will make an appointment [or use a recently
performed CT-scan) for a [LD)CT in order to verify the lack of pulmonary nodules
or lung cancer disease in the patient at the beginning of the project.

Those subjects that, after being evaluated in phase 1, have been classified as of
high nsk of developing aLC (this is, subjects who show positive or uncertain results
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after the use of both SPOC and BAN) will be referred to this second phase and
will undergo CT scans in Phase 2.

These sulbjects will only have to be guided in the use of the Wide Spectrum
Biomarker Sensing Patch (WBSP) and use their blood sample for the Palygenetic
Scoring analysis.

Baszed on the ameszment carried out by the results of the [LD)CT, the devices
(individuals who show positive or uncertain results) and by Al analysis nsk factor
model, subjects [both new subjects or subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by (LD)CT

— Be referred to Phase 3: Diagnosis if by results of initial (LD)CT lung cancer
or Indeterminate Pulmonary Nodules {IPM) are found.

Follow vp visit 2 (6 months £ 30 days)

& months after the beginning of the project an interim analysis of the recruited
patients will be camed out to verify the heterogeneity of the sample and 1o
ensure that we comply with the representativensss of each group in the study.

If the minimum percentage of subject per group is not achieved, the recruitment
will follow in the misrepresented group until the balance is restored.

This visit will be performed remotely.
During this visit, the following information wil be recorded:
— Medical record: new diagnaosis, clinical episcdes and/for freatments.

— Exposure to harmful agents: smoking and occupafional exposure
(physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, cccupational
exposure to carcinogens).

Guide symptoms of a possible Lung Cancer will also be recorded:
— A cough that does not go away or gets worse
— Coughing up blood or rust-colored sputum [spit or phlegm)
— Chest pain that iz often wore with deep breathing, coughing, or laughing
— Hoarseness

— Loss of appetite
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—  Unexplained weight loss
— Shortness of breath
— Feeling tired orweak

— Infections such as bronchifis and pneumonia that don't go away or keep
coming back

- Mew onset of wheezing

All theze data will be entered in the Case Report Form (CRF) of the study and in
the app developed by Bilbomatica.

Follow vp visits 3 (12 months * 2 months)

During the follow up visits (every 12 months from visit 1), the principal investigator
and/or their collaborators will access the electronic health record (EHR) of 2ach
patfient and will review and update patient's data:

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood
pressure, heart rate, Spirometry result (if available).

— Medical record: new diagnosis, clinical episodes and/for treatments.

- Exposure to harmful agents: smoking ond occupational exposure
(physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since lost cigarette, cccupational
exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be
collected and filed as part of the participant's information:

- Lifestyle Quality of Life (Qol) guestionnaires: HPLP-Il, Fantastic lifestyle
Checklist, Mediteransan diet adherence test and EureQol.

All these data will be entered in the Case Report Form (CRF) of the study.

Eardy-stage LC patients that underwent a surgery (stage: | to A without
indication of adjuvant treatment of any kind, N0} cannet be controlled by (LD)CT
in follow-up visits. In these patients, staging CT must be used instead.

Bazed on the aseszment carried out by the resultz of the [LD)CT, the devices
(individuals who show positive or uncertain results) and by Al analysis nsk factor
model, subjects (both new subjects or subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by (LD)CT
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— Be refemed to Phase 3: Diagnosis if by results of initial (LD)CT lung cancer
or Indeterminate Pulmonary Modules {IPN) are found.

Final visit {24 months * 2 months)

During the last visit (24 months from wisit 1), clinical data and questionnaires will
be recorded:

— Physical exploration: Height, Weight, Body Mass Index [BMI), blood
pressure, heart rate.

— Spirometry result if available).
— Medical record: new diagnosis, clinical episodes and/or freatments.

— Exposure to harmful agents: smoking ond occupational exposure
[physical activity and frequency, alcohaol intake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, cccupational
exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be
collected and filed as part of the participant's infarmation:

— Lifestfle Quality of Life [Qol) questionnaires: HPLP-ll, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EureQol.

All these data will be entered in the Case Report Form [CRF) of the study.

Participants will also be guided in the use of the non-invasive portakle devices
studied in this assay:

— Breath Analyzer (BAN): Collection of a breath zample for biomarker
identification

— Spectrometry-on-Card [SPOC): Collection of a finger-prick blood analysis
for bicmarkers identification

—  Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin

All clinical sites: The clinician wil make an appointment [or use a recently
performed CT through SOC) for a (LD)CT in order to verfy the lack of pulmonary
nodules or lung cancer disease in the pafient at the end of the project.
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PHASE 3: Diagnosis: Hameszing the inputs from the rizsk factor aszessment tool, in
combination with biomarkers and omics data will be able to assist with
differentiation in the diagnosis workflow, to accelerate the diagnosis procedure
and initiate the most suitable freatment regime

In this phasze, we will include:

— Patients diagnosed with indeferminate pulmonary nodules or Lung
Cancer from the screening phases.

If it is necessary to reach the number of patients, we will recruit:

— Patients with new diagnosis of pulmonary nodules or Lung Cancer, prior
inifiation of treatment, outside the screening phaszes from pneumoclogy
consultations.

— (T screened patients that are referred for follow-up scan because of the
presence of Indeterminate Pulmonary Nodules (IPN).

— Subjects identified Lung Cancer following their baseline scan.

VISIT 1 - Baseline

New participants:

Thoracic surgeons and/or pneumologists from the different clinical sites will
identify possible parficipants if the number of recruited participants required has
not been reached from previous phases.

The researcher will proceed to inform the selected patients about the possibility
of parficipating in the clinical tral by explaining them what their participation will
consist of through the Patient Information Sheet and the Informed Consent. The
participants will be able to ask all the questions they deem appropriate in order
to clanfy all their doulbts and will take the time they consider necessary to decide.

If the pafient wishes to parficipate in the study, they will sign the Informed
Consent and a code will be assigned to guaranty the pseudoanonymization of
the patient and included in the participant's electronic health record (EHE).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access
the EHR of each patient and will record the clinical data:

— Seociodemographic data: Age, Gender, Ethnicity, socioeconomic factors.

— Height, Weight, Body Mass Index [BMI), blood pressure, heart rate.
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— Spirometry result (if available).

— Medical record: Family history of lung cancer or other types: of cancer,
emphysema/ COPD (+ GOLD classification)/ asthma, Interstitial Lung
Disease (intersfitial pafterns), bronchiectasis, arterial hypertension,
dyslipidemia, previous acute myocardial infarction, vasculopathies and
chronic tfreatment.

— Exposure to harmful agents: smoking and occupational exposure
[physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since lost cigarette, cccupational
exposure to carcinogens).

The participant will have to complete the following guestionnaires, which will be
collected and filed as part of the participant's informafion:

— Lifestyle Quality of Life [Qol) questionnaires: HPLP-Il, Fantastic lifestyle
Checklist, Mediteranean diet adherence test and EurcQol.

- Geo-location

All clinical sites will perform a common blood test that will be enriched in each
one of the sites as follows:

Andalusian Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

— General Biochemistry: Glucose, HDL Cholesteral, Iron, C reactive protein,

Proteins, Aloumin, LDL Cholestercl, Femfinek Chloride, Loctate
dehydrogenase [LDH), Trglycendes, Cholestercl, transfemin, phosphate,
calcium

— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase
- Kidney profile: urea, Creatinine, Sodium, potassium, Urate
— General haematology: blood count, erythrocyte sedimentation rate

- Hemostasis: partial thromboplastin time, fiorinogen,  international
normalized ratio (INR), prothrombin time

— Liguid biopsy

Basgue Counfry Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:
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— General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Aloumin, LDL Chelestercl, Femtin, Chloride, Loctate
dehydrogenasze (LDH), Triglycendes, Transfemn Index, Cholesterol,
transfemin, phosphate, calcium

— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase

— Kidney profile: urea, Creatinine, Sodium, potassium, Urate

— Tumor markers: CEA, CA125, CYFRA 21.1, NSE

- General haematology: blood count, erythrocyte sedimentation rate

— Hemostasis: parfial  thremboplastin time,  fiorinogen,  international
normalized ratio (IMNR), prothrombin time

— Liguid bicpsy

Belgian Clinical Site: Investigators will use data gathered through S0OC, including
varables (General overview of potential markers) combining mandatory and
nice to have biclogical markers:

— General Biochemistry: C reactive protein, Proteins, Chloride

— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase
— Kidney profile: Creatinine, Sodium, potassivm, Urate

— General haematology: blood count

Latvian Clinical Site: Investigator: will use data gathered through SOC, including
but not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biclogical markers collected through SOC:

- Glucose, C reactive protein, Proteinzs, Aloumin, Calcium

— Hepatic profie: GPT, GGT, Bilirukin, Alkaline phosphatase

— EKidney profile: urea, Creatinine, Sodium, potassium,

— General haematology: blood count, erythrocyte sedimentation rate

— Ormics analysiz bazed on blood samples: patienfs will alko be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. (Specifications of patients' enrcllment and
management of theze blood samples are describe in section §).
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If abnormal volues are ckserved after performing the blood analysiz, the
researcher in charge of the subject involved in the study will handle the situation
according to usual clinical practice.

Professionals will guide participants in the use of the non-invasive portable
devices studied in this assay:

— Breath Analyzer (BAM): Collection of a breath sample for biomarkers
identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for
biomarkers idenfification.

-  Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin.

All these data will be entered in the Case Report Form (CRF) of the study
developed by Bilbomatica.

Subjects from previous phases [diagnosed by findings in (LDJCT].

Those subjects that, after being evaluated in previous phases, have been
diagnosed with Lung Cancer and/or have been found Indsterminate Pulmonary
Modules will be referred to this third phase.

These subjects will enly have to be guided in the use of the non-invasive portable
devices studied in this assay:

— Breath Analyzer (BAM): Collection of a breath sample for biomarkers
identification.

— Spectrometry-on-Card (SPOC): Collection of a 3-5ml blood sample for
biomarkers idenfification.

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin.

Patient: included in thiz phase will undergo the usual treatment for their diagnosis
az per usual clinical practice until the end of the study.
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PHASE 2 study: Precision Screening: Identify citizens at elevated nsk of developing
LC according to the developed nsk factor assessment, suifable for further
screening using low-cost devices in community-based settings or in centralized
screening facilities.

Subjects will be included in this phase and follow-up:
— High rizk of LC velunteers by Al analysis in phaze 1 (visit M3)

Screening encouragement will be developed in Hard-tereach community! (see
note below).

VISIT 1 - Baseline

MNew participants:

Thoracic surgecns and/or pneumoclogist: from the different clinical sites will
identify possible parficipants at early-stage LC that underwent a surgery and
hard-to-reach community.

The researcher will proceed to inform the selected patients about the possibility
of participating in the clinical trial by explaining them what their participation will
consist of through the Patient Information Sheet and the Informed Consent. The
participants will be able to ask all the questions they deem appropriate in order
to clanfy all their doubts and will take the time they consider necessary fo decide.

If the patient wishes to participate in the study, they wil sign the Informed
Consent and a code will be assigned to guaranty the pseudoancnymization of
the patient and included in the participant's electronic health record (EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access
the EHR of each patient and will record the clinical data:

! Hard-fo-reach individuals are self-excluded individuals from screening recruiiment. For
this study, additional communication efforts will be made o recruit those whe have not
responded to the acceptable lung health check approach. These subjects would then
join the normal lung-health check pathway but will be treated as subset-analysis.
Subjects that are diognosed as late-stage disease (e.g.. admission via emengency care)
and meeting the criteria for CT screening and recruited within the hospital setfing will be
classified as hard-fo-reach. Subjects with eardy-stage disease that are recrited in a

surgical sefting but have not done CT will be classed as hard-to-reach.
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— Sccicdemeographic data: Age, Gender, Ethnicity, socioeconomic factors,
deprivation index, education level.

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood
pressure, heart rate

— Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD [+GOLD classification)/ asthma, Interstiticl Lung
Disease (interstitial patterns), bronchiectasis, hypertension,
dyslipidemia, previous acute myoccardial infarction, vasculopathies and
chronic freatment.

arterial

— Exposure to harmful agents: smoking and occupational exposure
(physical activity and frequency, alcohol intake, cigarette packetsfyear,
age of smoking orset, time elapsed since last cigarette, occupational
exposure to carcinogens).

The participant will have to complete the following questionnaires, which will be
collected and filed as part of the participant’s information:

— Lifestyle Quality of Life [Qol) guestionnaires: HPLP-ll, Fantastic lifestyle
Checklist, Mediteransan dist adherence test and EuroQaol.

- Geo-location

All clinical sites will perform a commeon bleod test that will be enriched in each
one of the sites as follows:

Andalusian Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

— General Biochemistry: Glucose, HDL Cholesterol, Iren, C reactive protein,

Proteins, Albumin, LDL Chelestercl, Femitin, Chloride, Loctate
dehydrogenase (LDH), Tnglycendes, Cholesterol, fransfemn, phosphate,
caleium

— Hepatic profile: GOT, GFT, GGT, Bilirubin, Alkaline phosphataze
— FKidney profile: urea, Creatinine, Sodium, potassium, Urate
- General haematology: blood count, erythrocyte sedimentation rate

— Hemostasis: parfial  thromboplastin time, fibinogen,  international

normalized ratio (INR), prothromiin time

—  Ormics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
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epigenstics modifications. (Specification: of management of these blood

samples are describe in section 8).

Basgue Country Clinical Site: Investigators will collect a blood sample of the
participants for itz analysis, including:

- General Biochemistry: Glucose, HDL Cholesterol, Iron, C reactive protein,
Proteins, Albumin, LDL Cholestercl, Femitin, Chloride, Loctate
dehydrogenase [LDH), Triglycerides, Transferin  Index, Cholesteral,
transfemin, phosphate, calcium

- Hepatic profile: GOT, GPT, GET, Bilirubin, Alkaline phosphatase

— FKidney profile: urea, Creatinine, Sodium, potassium, Urate

- Tumor markers: CEA, CA125, CYFRA 21.1, NSE

— General haematology: blood count, erythrocyte sedimentation rate

— Hemostasis: partial  thromboplastin - fime,  fibinogen,  international

normalzed ratio (INR), prothrembin time

—  Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenstics modifications. (Specifications of management of these blood
samples are describe in section 8).

Belgian Clinical Site: Investigators will use data gathered through SOC, including
but not limiting to variables [{General overview of potential markers) combining
mandatory and nice to have bioclogical marker: collected through SOC:

— General Biochemistry: C reactive protein, Proteins, Chlonde

- Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphataze
- Kidney profile: Creatinine, Sodium, potassium, Urate

- General haematology: blood count

— Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modifications. [Specificafions of patfients enrcliment and
management of these blood samples are describe in section 8).

Latvian Clinical Site: Investigators will use data gathered through SOC, including
out not imiting to variables [{General overview of potential markers) combining
mandatory and nice to have biclogical markers collected through SOC:
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- Glucose, C reactive protein, Proteing, Albumin, Calcium

— Hepatic profile: GPT, GGT, Bilirubin, Alkaline phozphatase

- Kidney profile: urea, Creatinine, Sodium, potassium,

- General haematology: blood count, erythrocyte sedimentation rate

— Omics analysis based on blood samples: patients will also be asked to
participate in the specific OMICS sub-analysis evaluating genetic and
epigenetics modificafions. [Specifications of patients' enrollment and
management of these blood samples are describe in section 8).

Professionals will guide participants in the use of the norn-invasive portable
devices studied in this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers
identification

— Spectrometry-on-Card [SPOC): Collection of a 3-5ml of blood sample or
biomarkers identificaticn

— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid {ISF) and skin.

All these data wil be entered in the Case Report Form (CRF) of the study
developed by Bilbomatica.

All clinical sites: The clinician will make on appointment (or use a recently
performed CT-scan) fora (LD)CTin crder to venfy the lack of pulmonary nodules
of lung cancer disease in the patient at the beginning of the project.

Subjects from phase 1 (high nisk of LC volunteer by Al analysis).

Those subjects that, after being evaluated in phase 1, have been classified as of
high risk of developing a LC (this is, subjects who show positive or uncertain results
after the use of both SPOC and BAN) will be referred fo this second phase and
will undergo CT scans in Phase 2.

These subjects will only have to be guided in the use of the Wide Spectrum
Biomarker Sensing Patch (WBSP) and use their blood sample for the Polygenetic
Scoring analysis.

Based on the assessment carmied out by the results of the (LD)CT, the devices
(individuals who show positive or uncertain results) and by risk factor model
analysis, subjects (both new subjects or subjects from phase 1) will:

— Continue in Phase 2: Precision Screening by (LD)CT
PROTOCOL CODE LUCIA
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— Be refemed to Phase 3: Diagnosis if by results of initial (LD)CT lung cancer
or Indeterminate Pulmonary Modules {IPN) are found.

Follow vp visit 2 (& months = 30 days)

& months after the beginning of the project an interim analysis of the recruited
patients will be carried out to verfy the heterogeneity of the sample and fo
ensure that we comply with the representativeness of each group in the study.

If the minimum percentage of subject per group is not achieved, the recruitment
will follow in the misrepresented group until the balance is restored.

This visit will be perfformed remately.
During this visit, the following information will be recorded:
— Medical record: New diagnoses, clinical episodes and/or treatments.

— Exposure to harmful agents: smoking and occupational exposure
(physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, cccupational
exposure to carcinogens) .

Guide symptoms of a peossible Lung Cancer will also be recorded:
— A cough that does not go away or gets worse
— Coughing up blood or rust-colored sputum (spit or phlegm)
— Chest pain that is often worse with deep breathing, coughing, or laughing
- Hoaomeness
—  Loss of appetite
-  Unexploined weight loss
- Shortness of breath
— Feeling tired or weak

- Infections such as bronchitis and pneumonia that don't go away or keep
coming back

-  MNew cnset of wheezing

All these data will be entered in the Case Report Form |[CRF) of the study and in
the app developed by Bilbomdatica.

Follow vp visits 3 (12 months + 2 months)
PROTOCOL CODELUCIA
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During the follow up visits [every 12 months from visit 1), the principal investigator

and/or their collaborators will access the elecfrenic health record [EHR) of each
patient and will review and update patient's data:

— Physical exploration: Height, Weight, Body Mass Index (BMI), blood
pressure, heaort rate

—  Medical record: Mew diagnoses, clinical episodes and/for freatments.

- BExposure to harmful agents: smoking and occupational exposure
[physical activity and frequency, alcohol intake, cigarette packets/year,
age of smoking onset, time elapsed since last cigarette, cccupational
exposure to carcincgens).

The participant will have to complete the following guestionnaires, which will be
collected and filed oz part of the participart's information:

— Lifestyle Quality of Life (Qol) guestionnaires: HPLP-ll, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EuroQol.

All these data will be entered in the Case Report Form (CRF) of the study.

Eardy-stage LC patients that underwernt a surgery (stages | to A without
indication of adjuvant treatment of any kind, M0) cannot be controlled by (LD} CT
in follow-up visits. In these patients, staging CT must be used instead.

Based on the ossessment carried out by the results of the [LD)CT, the devices
(individuals who show positive or uncertain results) and by risk factor model
analysis, subjects (both new subjects or subjects from phase 1) will:

- Continue in Phase 2: Precision Screening by (LD)CT

— Be refemred to Phase 3: Diagneosis if by results of initial (LD)CT lung cancer
or Indeterminate Pulmonary NModules (IPM] are found.

Final visit (24 months £ 2 months)

During the lost visit {24 months from visit 1), clinical dota and guestionnaires will
be recorded:

- Physical exploration: Height, Weight, Body Mass Index (BMI). blood
pressure, heart rate

-  Medical record: Mew diagnoses, clinical episodes and/or freatments.

— Exposure to harmful agents: smoking and occupational exposure
[physical activity and frequency, alcohel intake, cigarette packets/year,
PROTOCOL CODELUCIA
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age of smcking onset, time elapsed since lost cigarette, occupational
exposure to carcincgens).

The participant will have to complete the following guestionnaires, which will be
collected and filed as part of the participant's information:

— Lifestyle Quality of Life [Qol) questionnaires: HPLP-ll, Fantastic lifestyle
Checklist, Mediterranean diet adherence test and EurcQol.

All these data will be entered in the Case Report Form [CRF) of the study.

Participants will alzo be guided in the uze of the non-invasive portable devices
studied in this assay:

— Breath Analyzer (BAN): Collection of a breath sample for biomarkers
identification

— Spectrometry-on-Card (SPOC): Collection of a 3-5ml of blood sample or
biomarkers identification

—  Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (I5F) and skin

All clinical sites: The clinician will make an appointment (or use a recently
performed CT through S5OC]) for a [LD)CTin order to venfy the lack of pulmonary
nodules or lung cancer disease in the patient at the end of the project.

PHASE 3: Diggnosis: Hamessing the inputs from the nsk factor assessment tool, in
combination with biomarkers and omics data wil be able to assist with
differenfiation in the diagnosis workflow, fo accelerate the diagnosis procedure
and initiate the most suitable freatment regime

In this phase, we will include:

— Pafients diagnosed with indeterminate pulmonary nodules or Lung
Cancer from the screening phases.

If it is necessary to reach the number of patients, we will recruit:

— Pafients with new diagnosis of pulmonary nodules or Lung Cancer, prior
initiation of treatment, outside the screening phases from pneumology
consultafions.

— CT screened patients that are referred for follow-up scan because of the
presence of Indeterminate Pulmonary Modules {IPM).

- Subjects identified Lung Cancer following their baseline scan.

VISIT 1 - Baseline
PROTGCOL CODELUCIA

verson 1.0 (04/12/2025]

Page 38 of 45

76

LATVIJAS

) b+ocruces
UNIVERSITATE

bizkaia

New participants:

Thoracic surgecons and/or pneumclogist: from the different clinical sites will
identify possible participants if the number of recruited participants required has
not been reached from previous phases.

The researcher will proceed fo inform the selected patients about the possibility
of participating in the clinical trial by explaining them what their participation will
consist of through the Patient Information Sheet and the Informed Consent. The
participants will be able to ask all the questions they deem appropriate in order
to clarnfy all their doulbts and will take the time they consider necessary fo decide.

If the patient wishes to parficipate in the study, they wil sign the Informed
Consent and a code will be assigned to guaranty the pseudoancnymization of
the patient and included in the participant's electronic health record [EHR).

The code will be as explained in phase 1.

During this first visit, the principal investigator and/or their collaborators will access
the EHR of each patient and will record the clinical data:

— Sociodemographic data: Age, Gender, Ethnicity, socioeconomic factors.
— Height, Weight, Body Mass Index [EMI), blood pressure, heart rate

— Medical record: Family history of lung cancer or other types of cancer,
emphysema/ COPD (+ GOLD classification)/ asthma, Interstitial Lung
Disease (interstitial patterns), hypertension,
dyslipidemia, previous acute myocardial infarction, vasculopathies and
chronic freatment.

bronchiectasis, arterial

- Exposure to harmful agents: smoking ond occupational exposure
[physical activity and frequency, alcchol intfake, cigarette packetsiyear,
age of smecking onzset, time elapsed since last cigarette, occupational
exposure to carcinogens) .

The participant will have to complete the following questionnaires, which will be
collected and filed as part of the participant's information:

— Lifestyle Quality of Life [(Qol) guestionnaires: HPLP-Il, Fantastic lifestyle
Checklist, Mediteransan diet adherence test and EuroQol.

- Geolocation

All clinical sites will perform a commen blood test that will be enriched in each
one of the sites as follows:

PROTOCOL CODE LUCLA

wersion 1.0 [06/12/2023)
Page 37 of 45



X35
(XX

LUng Cancer-related risk factors and their Impact Assessment

()

[l

Europ
Commission

HORIZON-MISS-2021-CANCER-02

b+ocruces
bizkaia

LATVIJAS
UNIVERSITATE

Andalusian Clinical Site: Investigators will collect a blood sample of the
participants for its analysis, including:

— General Biochemistry: Glucose, HDL Cholestercl, Iron, C reactive protein,

Proteins, Albumin, LDL Chelestercl, Femitin, Chlorids, Loctate
dehydrogenase (LDH), Triglycendes, Cholesterol, fransfermn, phosphate,
calcium

— Hepatic profile: GOT, GPT, GGT, Bilirukbin, Alkaline phosphatase

- Kidney profile: urea, Creatinine, Sodium, potassium, Urate

— General haematology: blood count, erythrocyte sedimentation rate
international

— Hemostasis: partial thromboplastin - time,  fibrinogen,

normalized ratio (INR), prothrombin time
— Liguid biopsy

Basgue Country Clinical Site: Investigators will collect a blood sample of the

participants for its analysis, including:

— General Biochemistry: Glucese, HDL Cholestercl, Iron, C reactive protein,
Proteins, Albumin, LDL Cholestercl, Femitin, Chloride, Laoctate
dehydrogenase [LDH), Trglycerides, Transferrin  Index, Cholesteral,
transfemn, phosphate, calcium

— Hepatic profile: GOT, GPT, GG, Bilirubin, Alkaline phosphataze

— FKidney profile: urea, Creatinine, Sodium, potassium, Urate

- Tumor markers: CEA, CA125, CYFRA 21.1, NSE

— General haematology: blood count, erythrocyte sedimentation rate

partial thromboplastin time, fibrinogen, international

normalized ratio (INR), prothrombin time

— Hemostasis:

— Liguid biopsy

Belgian Clinical Site: Investigators will collect a blood sample of the partficipants
or use data gathered through 30C, including variables (General overview of
potential markers) combining mandatory and nice to have biclogical markers:

— General Biochemisiry: C reactive protein, Proteins, Chlonde
— Hepatic profile: GOT, GPT, GGT, Bilirubin, Alkaline phosphatase

— FKidney profile: Creatinine, Sodium, potassium, Urate
PROTOCOL CODE LUCIA
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— General haematology: blood count
— Liguid biopsy

Latvian Clinical Site: Investigators will use data gathered through SOC, including
but not limiting to variables (General overview of potential markers) combining
mandatory and nice to have biclogical markers collected through SOC:

— Glucose, C reactive protein, Proteins, Aloumin, Calcium

— Hepatic profile: GPT, GGT, Bilirubin, Alkaline phosphatase

— FEidney profile: urea, Creatinine, Sodium, potassium,

- General haematology: blood count, erythrocyte sedimentation rate
- Liguid biopsy.

Professionals will guide participants in the use of the non-invasive portable
devices studied in this assay:

— Breath Analyzer [BAN): Collection of a breath sample for biomarkers
identification.

— Spectrometry-on-Card [SPOC): Collection of a 3-5ml blood sample for
biomarkers identification.

- Wide Spectrum Biomarker Sensing Patch (WBSF): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid {I5F) and skin.

All these data will be entered in the Case Report Form [CRF) of the study
developed by Bilbormnatica.

Subjects from previous phases (diagnosed by findings in (IDJCT).

Those subjects that, after being evaluated in previous phases, have been
diagnesed with Lung Cancer and/for have been found Indeterminate Pulmonary
Modules will be refered to this third phase.

These subjects will only have to be guided in the use of the non-invasive portable
devices studied in this assay:

— Breath Analyzer [BAN): Collection of a breath sample for biomarkers
identification.

— Spectrometry-on-Card [SPOC): Collection of a 3-5ml blood sample for
biomarkers identification.
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— Wide Spectrum Biomarker Sensing Patch (WBSP): Application of a patch
to measure biomarkers in sweat, Interstitial Fluid (ISF) and skin.

A liquid biopsy will also be performed.

Patients included in this phase will undergo the usual freatment for their diagnosis
as per usual clinical practice until the end of the study.
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