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SUMMARY 

 

Rationale:  

Patients with respiratory diseases are mainly treated in primary care, particularly if they have not yet 

experienced frequent exacerbations. Asthma control remains suboptimal, and symptoms, 

exacerbations and SABA overuse are common. Around 40% of patients report an ACQ score >1.5 

which is a commonly accepted indicator of uncontrolled asthma.1 Self-perception of disease in 

patients with asthma appears to be relatively poor, with many patients regarding their asthma as 

controlled and not serious despite experiencing frequent symptoms and exacerbations. Therefore, 

there remains a need to assess patients’ asthma control, risk, trigger avoidance and inhaler 

technique, and to ensure that patients are prescribed, and take, appropriate treatments according 

to the latest (international) guidelines, such as the Global Initiative for Asthma (GINA) guideline.2 

Innovative e-health solutions, such as the previously developed AsthmaOptimiser, can guide 

healthcare professionals through asthma consultations and can facilitate healthcare professionals in 

optimizing asthma treatment. Structured asthma reviews can also help to uncover opportunities for 

more personalized management actions. Extra attention should be given to those patients at high 

risk for worse asthma outcomes, like exacerbations. One novel asthma exacerbation risk predictor is 

the Oxford asthma attack risk scale (ORACLE) score (www.oraclescore.com).3 This requires 

collection of biomarkers like FeNO and blood Eosinophils for the calculation. These are not yet 

assessed routinely in primary care, and further studies to the applicability in primary care are 

needed. 

Many new drug classes are being developed within the respiratory space after decades of limited 

novel targets in pharmacological treatment. The development programs of these new treatments 

require large clinical trials and participation of many patients. As patients with respiratory diseases 

are mainly treated in primary care, the primary care provides a large pool of potential participants 

for clinical trials that might benefit from participating in studies but migh be unaware of the 

possibilities to particiate in such studies.4 Moreover, the society might benefit by assessing efficacy 

and safety of new interventions. In line with this, GPRI wants to establish the GPRI Respiratory 

Registry with up-to-date longitudinal data from patients with respiratory diseases to facilitate the 

recruitment for research and address relevant scientific research questions.   

The proposed study will provide insight in the prevalence of (un)controlled asthma and 

opportunities for management optimalisation, specific disease phenotypes and treatable traits in 

patients at high risk of exacerbations. In addition, participation in this study might reduce the barrier 

to participate in further clinical trials. 

 

Objectives and endpoints:  

Objectives Endpoints 

Primary objective Endpoint for the primary objective 

• Assess the level of asthma control and 

opportunities for management 

improvement using the AsthmaOptimiser 

tool in Argentina, Chile and Spain 

• Number and distribution of identified 

opportunities for treatment and 

management optimisation (based on Global 

Initiative for Asthma (GINA) guidance (see 

for example appendix 1)) 
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Secondary objectives: Endpoints for secondary objectives 

•  Gain insights into management changes 

following the use of AsthmaOptimiser and 

Oxford asthma attack risk scale (ORACLE) 

score 

• Number and type of changes made to 

inhaled medication 

• Number of changes of inhaler device made 

based upon technique optimisation   

• Number and type of recommendations 

made to lifestyle changes (eg smoking 

cessation) 

• Determine impact of assessment with 

AsthmaOptimiser on medium term asthma 

control 

• Change from baseline in CAAT score after 

12 weeks 

• Change from baseline in ACQ-6 score after 

12 weeks 

Exploratory objectives: Endpoints for exploratory objectives 

• Assess the population risk for future 

exacerbation according to the ORACLE 

score 

• Distribution of ORACLE risk score 

• Assess impact OptimAIR participation in 

engagement with clinical trials 

• Number of patients identified based on ICS 

use, lung function and biomarkers that 

would be eligible for non-ICS treatment in 

clinical trials 

• Willingness to participate in interventional 

clinical trials when approached through 

OptimAIR visit 

• Change in CAAT score in patients eligible 

and participating in clinical trials versus 

patients eligible but not participating in 

clinical trials after 6 months 

 

Study design: A prospective study in asthma evaluating point-of-care phenotyping and guideline-

based assessment and management optimalisation using the AsthmaOptimiser in primary care. 

 

Study population: Adult patients with uncontrolled asthma and treated with ICS+LABA. 

 

Study assessment: Each patient will attend a single study visit. This visit can be short or full-length. 

During the short visit, patient’s current asthma control and will be assessed using the ACQ-6 and 

CAAT, and oscillometry will be performed. In case of controlled asthma and normal lung function, 

the visit will end after these assessments. In case of uncontrolled asthma and/or abnormal lung 

function, the patient will continue to the full visit. During the full visit, patient’s current asthma 

control and management will be assessed using the AsthmaOptimiser, including spirometry, 

complemented by Fraction exhaled nitric oxide (FeNO) measurement, determination of blood 

eosinophil (bEOS) counts using point-of-care measurements, and post oscillometry. Following the 

assessment, both patient and their healthcare provider will receive a report with results of the visit, 

recommended treatment according to the GINA guidance and future risk according to the ORACLE 
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score. The treating clinicians and, where approved by the ethics committees, patients receive a list 

of studies being conducted in their region which the patient might be eligible for. 

 

Ethical considerations and extend of the burden: Study specific involvement for patients with 

asthma is limited to one visit and participation in remote / electronic follow-up. The assessment 

contains non- and minimally invasive tests, limited to a questionnaire, oscillometry and spirometry 

and FeNO measurements and a finger stick point-of-care test. These tests might cause a slight 

inconvenience for the patient but the risks of participating in the study are deemed to be negligible. 

Patients and healthcare providers will receive a report with result on their visit and recommended 

treatment in line with GINA guidelines.  
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1. INTRODUCTION AND RATIONALE 

 

Asthma is a non-communicable lung disease that is characterized by chronic inflammation of the 

airways, variable and limited expiratory airflow, bronchial hyperresponsiveness and recurrent 

exacerbations. The Global Initiative for Asthma (GINA) guideline provides clinical treatment 

guidelines for asthma management and prevention.2 The population goal of asthma management is 

to prevent asthma deaths and minimize the burden of asthma on individuals, families, communities, 

health systems and the environment. For individuals the goal of asthma management is to achieve 

the patient’s best possible long-term outcome in asthma symptom control and risk minimization.2 

 

Patients with respiratory diseases are mainly treated in primary care, particularly if they have not yet 

experienced frequent exacerbations. With regard to asthma, results from the REALISE study (8000 

participants) and the SABINA program (over 1 million records) underline that asthma control in 

Europe remains suboptimal and symptoms, exacerbations and short-acting Beta Agonists (SABA) 

overuse are common. Around 40% of patients report an Asthma Control Questionnaire (ACQ)-5 

score >1.5, which is a commonly accepted indicator of uncontrolled asthma.1,5–7  Results from the 

SCAALA programme in Latin America reports similar numbers and that asthma in Latin America 

tend to be poorly controlled and management needs to be improved.8 Self-perception of disease in 

patients with asthma appears to be relatively poor, with many patients regarding their asthma as 

controlled and not serious despite experiencing frequent symptoms and exacerbations.5 Therefore, 

there remains a need to assess patients’ asthma control, risk, trigger avoidance and inhaler 

technique, and to ensure that patients are prescribed, and take, appropriate treatments, according 

to the latest (international) guidelines, such as the GINA guideline.5 

 

Innovative e-health solutions can guide healthcare professionals through asthma consultations and 

can facilitate healthcare professionals in optimizing asthma treatment. Structured asthma reviews 

can also help to uncover opportunities for more personalized management actions. In asthma, 

digital assessment tools have already been developed for use by healthcare professionals to identify 

patients with potentially severe or uncontrolled asthma who require additional support to optimize 

disease management.9–11  Structured questions in these tools can support comprehensive asthma 

assessments by providing healthcare professionals with personalized, guideline-based strategies to 

optimize asthma management. ReferID+ is one such digital tool that has shown significant 

reduction in exacerbations and improvement in asthma control compared to usual care in an 18-

month study in the United Kingdom (OASIS study [NCT04941001]).9 This tool consists of a panel of 

asthma assessment questions designed to guide structured consultations to ensure critical elements 

are addressed and asthma treatments are optimized. In the study of 202 patients, the use of the 

ReferID+ was shown to reduce the number of lung attacks after one year from (1.87[±1.47] to 

0.79[±1.21], p<0.001) per year. In the control group without the ReferID+ this remained almost equal 

from 1.67[±1.46] to 1.46[±1.67], p=0.17). The ACQ score also improved clinically and statistically 

significantly.9 

 

We previously developed the AsthmaOptimiser (www.asthmaoptimiser.com, screenshots in 

Appendix 2), a digital interface tool adapted from the ReferID+ tool specifically for the Dutch 

healthcare system. The AsthmaOptimiser is part of the TreatmentOptimiser and a class IIa Medical 

Device based on the Medical Device Regulation. The AsthmaOptimiser tool creates an overview of 

http://www.asthmaoptimiser.com/
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factors and characteristic that may be associated with uncontrolled asthma based on the GINA 

recommendations.10 The tool also provides guideline-based management suggestions and includes 

the Asthma Control Questionnaire (ACQ). The CAPTURE study assessed the implementation of the 

Asthma Optimiser in the Netherlands.10 In this study, 220 people with asthma were included by 

practice nurses from 32 practices. This showed that 60% of the patients still had uncontrolled 

asthma. The advice given by the AsthmaOptimiser are shown in the figure in appendix I. The 

feedback from the participating healthcare providers was used to improve the optimizer. 

 

Extra attention should be given to those patients at high risk for worse asthma outcomes like 

exacerbations. One novel asthma exacerbation risk predictor is the OxfoRd Asthma attack risk 

sclaLE (ORACLE: www.oraclescore.com.3 This requires the measurement of biomarkers of type-2 

inflammation like Fraction exhaled nitric oxide (FeNO) and blood eosinophil (bEOS) for the 

calculation of the risk of asthma attacks that may be prevented by more intens ant-inflammatory 

therapy. Indeed. It has been shown that people with asthma and high type-2 biomarkers have a 

greater risk of asthma attacks when randomised to placebo, whereas the excess risk is removed by 

appropriate anti-inflammatory therapy (higher dose ICS or type-2 targeting biologics) 3. The 

ORACLE score has been derived from clinical trial data, but its use has not yet been assessed 

routinely in primary care, and further studies to the applicability in primary care are needed.  

 

Many new drug classes are being developed within the respiratory space after decades of limited 

novel targets in pharmacological treatment. The development programs of these new treatments 

require large clinical trials and participation of many patients. As patients with respiratory diseases 

are mainly treated in primary care, the primary care provides a large pool of potential participants 

for clinical trials that might benefit from participating in studies but are currently unaware of the 

possibilities to participate in studies.4 Moreover, the society might benefit by assessing efficacy and 

safety of new interventions. In line with this, the General Practitioners Research Institute (GPRI) also 

wants to establish the GPRI Respiratory Registry with up-to-date longitudinal data from patients 

with respiratory disease to facilitate the recruitment for research and address relevant scientific 

research questions. In addition, a Respiratory Registry will also provide the opportunity to easily 

collect real-world data follow-up data for a longer period without having the necessity of conducting 

frequent study visits.  

 

The proposed study will provide insight in the prevalence of (un)controlled asthma and 

opportunities for management optimalisation, specific disease phenotypes and treatable traits, 

patients at high risk of exacerbations and other patient or disease specific characteristics. In 

addition, participation in this study might reduce the barrier to participate in further clinical trials. 

 

  

http://www.oraclescore.com/
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2. OBJECTIVES AND ENDPOINTS 

 

Objectives Endpoints 

Primary objective Endpoint for the primary objective 

• Assess the level of asthma control and 

opportunities for management 

improvement using the AsthmaOptimiser 

tool in Argentina, Chile and Spain 

• Number and distribution of identified 

opportunities for treatment and 

management optimisation (based on Global 

Initiative for Asthma (GINA) guidance (see 

for example appendix 1)) 

Secondary objectives: Endpoints for secondary objectives 

•  Gain insights into management changes 

following the use of AsthmaOptimiser and 

Oxford asthma attack risk scale (ORACLE) 

score 

• Number and type of changes made to 

inhaled medication  

• Number of changes of inhaler device made 

based upon technique optimisation   

• Number and type of recommendations 

made to lifestyle changes (eg smoking 

cessation) 

• Determine impact of assessment with 

AsthmaOptimiser on medium term asthma 

control 

• Change from baseline in CAAT score after 

12 weeks 

• Change from baseline in ACQ-6 score after 

12 weeks 

Exploratory objectives: Endpoints for exploratory objectives 

• Assess the population risk for future 

exacerbation according to the ORACLE 

score 

• Distribution of ORACLE risk score 

• Assess impact OptimAIR participation in 

engagement with clinical trials 

• Number of patients identified based on ICS 

use, lung function and biomarkers that 

would be eligible for non-ICS treatment in 

clinical trials 

• Willingness to participate in interventional 

clinical trials when approached through 

OptimAIR visit 

• Change in CAAT score in patients eligible 

and participating in clinical trials versus 

patients eligible but not participating in 

clinical trials after 6 months 
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3. STUDY DESIGN 

The OptimAIR study is a prospective study in asthma evaluating point-of-care phenotyping and 

guideline-based assessment and management optimalisation using the AsthmaOptimiser. 

 

The OptimAIR study will be conducted in multiple countries. Countries to start with are Argentina, 

Chile, and Spain. Recruitment will occur in the area surrounding hospital sites participating in clinical 

trials. The goal is to include 700 patients in the three countries. 

Patient recruitment will be done via:  

1. Primary care, e.g. general practices or pharmacy sites. The goal is to recruit 15 to 21 sites per 

country 

2. Open recruitment, e.g. patient networks, previous studies or social media 

3. Hospitals, other than the participating sites in clinical trials  

 

Each patient will attend a single study visit. This visit can be short or full-length, depending on 

asthma control and lung function.  

 

Short visit: 

During the short visit, patient’s current asthma control and status will be assessed using the ACQ-6 

and CAAT, and oscillometry will be performed. Based on the outcome of the short visit there are two 

options:  

1. Well controlled asthma, defined as ACQ-6 score ≤ 0.75 and normal oscillometry (ALDS re-

sult: “normal lung function”). The visit is finished. The patient will receive follow-up ques-

tionnaires via the Respiratory registry after 3 and 6 months.  

2. Uncontrolled asthma, defined as ACQ-6 score > 0.75 OR abnormal lungfunction based on 

the ALDS report. The patient will continue with the full visit.  

 

Full visit: 

During the full visit, patient’s current asthma control and management will be assessed using the 

AsthmaOptimiser, including spirometry, complemented by Fraction exhaled nitric oxide (FeNO) 

measurement, determination of blood eosinophil (bEOS) counts using point-of-care measurements, 

and post oscillometry. Following the assessment, both patient and their healthcare provider will 

receive a report with results of the visit, recommended treatment according to the GINA guidance 

and future risk according to the ORACLE score. Patients and, where approved by the patient, 

treating clinicians receive a list of studies being conducted in their region which the patient might be 

eligible for. 

 

Patient follow-up will be conducted after 3 and 6 months using the Respiratory Registry. The 

patients will receive an online invitation to fill in a digital questionnaire including questions regarding 

their exacerbations during the past 3 months, potential changes in medication use and the CAAT 

questionnaire. If patients are not able to fill in the questionnaire digitally, they can request a paper 

version of the questionnaire. In case patients do not respond to the invitation after 3 months they 

will get a phone call from the local study team. 
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The OptimAIR study will consist of a single study visit for each patient and follow-up via the 

Respiratory registry after 3 and 6 months. The total duration for conducting all study visits will be 

eight months in each country.  

 

Figure 1. Schematic overview of the OptimAIR study design 
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4. STUDY POPULATION 

4.1 Population (base)  

Adult patients with uncontrolled asthma and treated with ICS+LABA. 

4.2 Inclusion criteria 

In order to be eligible to participate in this study, a patient must meet all of the following criteria: 

• Aged 18 years or older 

• Documented physician diagnosis of asthma  

• Treated with ICS+LABA 

• ≥ 1 exacerbation requiring oral or systemic corticosteroids for at least 3 days or hospital ad-

mission, or emergency room visit within 12 months prior to the OptimAIR study visit. 

4.3 Exclusion criteria 

A patient who meets any of the following criteria will be excluded from participation in this study: 

• Well controlled asthma, defined as ACQ-6 score ≤ 0.75 and normal oscillometry (ALDS re-

sult: “normal lung function”) 

• Not able to understand the patient information sheet and informed consent form 

• Other significant respiratory disease than asthma 

 

4.4 Sample size calculation 

The primary objective of the study is to describe the distribution of identified opportunities to 

optimize treatment and management of asthma.  

The CAPTURE study, a previous study using the AsthmaOptimiser has been conducted in the 

Netherlands. In this study a total of 220 patients with asthma has been evaluated, of which 60% 

had uncontrolled asthma. This study gave a good distribution of the possible outcomes of the 

AsthmaOptimiser (Appendix 1).  

The CAPTURE study was conducted in all patients with asthma, both controlled and uncontrolled 

asthma. In the current study only patients with an exacerbation in the previous year will be 

included, therefore it is uncertain what distribution of identified opportunities to optimize 

treatment and management from the AsthmaOptimiser will be.  

We expect that for one third of the patients the management suggestion will be to consider 

review by a specialist, which is in line with the observed 34% (45 of 132 patients) in in the group of 

patients with uncontrolled asthma in the previous study. 

To calculate a sample size for estimating a proportion (the distribution of identified 

opportunities) you need the expected proportion, desired precision and Intralclass Correlation 

Coefficient (ICC) and cluster size. The expected proportion is 34% as indicated above. The current 

study will be conducted in three countries, with different healthcare systems and asthma 

medication use, therefore we expect high variance and therefore a moderate ICC of 0.10. 

Expected is that within each participating site, on average, 11 patients can be screened (cluster 

size). Using those numbers in the Statulator sample size calculator for estimating a single 

proportion 12, the study would require a sample size of 700 patients for estimating a proportion of 

34% with 5% absolute precision and 95% confidence. Since the primary endpoint will be assessed 

after a single study visit, no losses to follow-up are expected and therefore not taken into account 

in the sample size calculation.  
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5. AsthmaOptimiser and other procedures 

5.1 AsthmaOptimiser 

The AsthmaOptimiser (www.asthmaoptimiser.com) is part of the TreatmentOptimiser. The 

treatmentOptimiser is a digital interface tool and is a class IIa Medical Device based on the 

Medical Device Regulation (TUEV SUED (CE0123) certification, number G10 102194 0002 Rev. 1). 

For the OptimAIR study, the AsthmaOptimiser has been translated to be used by healthcare 

professionals in Argentina, Chile and Spain. The purpose of the AsthmaOptimiser is to conduct 

structured asthma assessments by the healthcare professional and to identify and address the 

specific needs of their patients. The AsthmaOptimiser tool creates an overview of factors and 

characteristics that may be associated with uncontrolled asthma based on the GINA guidelines.10 

The tool also provides guideline-based management suggestions. Screenshots of the 

AsthmaOptimiser are provided in Appendix 2.  

More details regarding the AsthmaOptimiser and its use in previous studies are provided in the 

Introduction chapter of this protocol.  

 

Variables collected in the AsthmaOptimiser 

The following patient characteristics will be collected within the AsthmaOptimiser: 

• Age (years) 

• Sex (male/female) 

• Height (cm) 

• Weight (kg) 

• Primary physician for Asthma (General practitioner, specialist, unknown) 

 

The following clinical characteristics will be collected within the AsthmaOptimiser to provide 

GINA-guided management suggestions: 

• Exacerbation history 

• Symptom control: ACQ-6 

• Adherence and attitudes inhalation medication 

• Inhaler technique 

• Risk factor assessment 

• Lung function test 

 

5.2 ALDS 

The Ambulatory Lung Diagnosis System (ALDS), manufactured by Lothar Medtec, can be used to 

perform oscillometry and spirometry (figure 2). The ALDS follows the European Respiratory 

Society (ERS) technical standards for measurement and reporting of oscillometry and 

spirometry. Oscillometry is a sensitive measure of the respiratory system resistance, also 

described as mechanics of breathing. The measurement is obtained by applying small pressure 

pulses to the airways while the patient breaths normally through the mouthpiece and filter 

(www.alds.health). The measurement is preformed using approximately 16 seconds of tidal 

breathing. Three measurements of 16 seconds will be performed, during which the patient will 

calmly breathe in and out while wearing a nose clip. This requires no specific training or effort 

from patients. The ALDS has built-in quality control measures and provides feedback if quality is 

not sufficient.  

http://www.asthmaoptimiser.com/
http://www.alds.health/
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Spirometry is a sensitive measure of the respiratory flow and volumes. The measurement is 

obtained by a maximum expiration followed by a maximum inspiration. The patient performs a 

forced breathing maneuver.  

Depending on the results of the oscillometry or spirometry testing, reversibility testing can also 

be conducted using the ALDS device. When the ALDS suggest execution of a reversibility test, 

this is performed according to the ERS guideline with use of 400 µg Salbutamol as the 

bronchodilator.13   

The ALDS is registered as a medical device (class IIa) and manufactured in Germany and released 

for the European Common Market (CE). 

An extended version of the ALDS is expected to be released in the spring of 2025. This version 

will include the possibility to measure FeNO as well. 

 

The ALDS provides a physiological interpretation of all the tests performed using the ALDS. This 

interpretation is based on the quality of the tests and the results. This algorithm follows the 

literature and is part of the medical device regulation package. 

 

 
Figure 2. Oscillometry and spirometry performed with the ALDS system including decision support by the ALDS 

5.3 FeNO 

The FeNO test or exhaled nitric oxide test is a non-invasive way to estimate epithelial damage and 

airway inflammation. Nitric oxide is a gas which is produced by cells which are involved in 

inflammation associated with eosinophilic or allergic asthma14. It is suggested that FeNO is a 

marker for ICS responsiveness, however, further research is needed to support this suggestion 15,16. 

The FeNO test is preformed using the Fenom PRO device or equivalent. The device is a point-of-

care breath analyser that uses electrochemical technology to measure the fraction of FeNO using 

the ATS/ERS guidelines for measurement of NO. To perform the test the Healthcare professional 

and the participant follow the instruction on the screen of the Fenom PRO device or equivalent. 
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Patients are asked to exhale into the device for 10 seconds. The device and associated training will 

be provided to by GPRI.  

The lung function measurement and FeNO test together take approximately 20 minutes. The 

FeNO test will be performed before the spirometry or oscillometry. 

FeNO is also currently being included in a new version of the ALDS device (ALDS pro). If available 

at the moment of study visits, the ALDS pro device can be used to perform the FeNO test instead 

of the Fenom PRO device or equivalent.   

 

5.4 Blood Eosinophil counts (bEOS counts) 

Patients’ blood Eos counts are measured by a Point-of-Care (POC) (finger prick) test using the 

HemoCue® WBC DIFF System. The HemoCue® WBC DIFF device is a validated device to assess 

Eos counts in airways diseases.17 A traditional laboratory test is not needed. It takes about 5 

minutes to perform this POC test and an additional 5 minutes for the device to analyse the 

results.  

 

5.5 Chronic Airways Assessment Test 

The Chronic Airways Assessment Test (CAAT) is an 8-item PRO developed to measure health 

status in asthma and COPD (appendix 4).18  The instrument uses semantic differential 6-point 

response scales which are defined by contrasting adjectives to capture the impact of asthma and 

COPD.  Content includes items related to cough, phlegm, chest tightness, breathlessness going 

up hills/stairs, activity limitation at home, confidence leaving home, sleep and energy. A CAAT 

total score is the sum of item responses.  Scores range from 0-40 with higher scores indicative of 

greater impact on health status. 

 

5.6 Oxford Asthma Attack Risk Scale  

The Oxford Asthma Attack Risk Scale (ORACLE) score is a prototype risk stratification 

assessment based on five variables which include biomarkers (FeNO and bEOS), current asthma 

treatment intensity, and other clinical risk factors.  The score describes the predicted number of 

severe asthma attacks to occur in the following year if treatment is not changed and proposed 

personalised anti-inflammatory and non-inflammatory treatment strategies based on a patient’s 

inflammatory phenotype.3 

 

5.7 eCRF  

Results of the AsthmaOptimiser, ALDS and other tests will be stored in an electronic case report 

form (eCRF) following country specific regulations.  

 

5.8 Patient report 

After the full visit consultation, the patient will receive a personalised report including high level 

results of the AsthmaOptimiser and other performed tests. Where ethics committees allow, in 

addition to the results, the patient will also receive a list of studies being conducted in their 

region which the patient might be eligible for based on their results. This list will also include a 

link to an information movie produced by GPRI to inform the patient about the potential added 

value of participating in a clinical trials in general, including the potential advantage for the 
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individual patient as well as for the whole patient population. Patients can contact one of the trial 

sites participating in the trial in the patients surrounding themselves by using the easy 

application options for each specific study. In addition, patients will receive a phone call by the 

local study team a few days after the OptimAIR study visit to give them an opportunity to ask 

questions about participation and to ask if they are interested in referral to one of the trials. In 

addition, patients are asked for permission to share their contact details with the nearby trial 

study teams.  

 

5.9 Healthcare provider report 

After the patient’s short or full visit consultation, the healthcare professional will receive a report 

including the results of the visit. When the patient completed the full visit, the report will include 

a list of treatment and management advice following the GINA guideline. The healthcare 

provider will also receive a list of clinical trials in the surrounding area that their patient might be 

eligible for. The list will include a link to more information for the healthcare professional 

regarding the specific trials.  

 

5.10 GPRI Respiratory Registry 

For patients attending the full visit, follow-up will be conducted after 3, and 6 months using the 

Respiratory Registry. Every 3 months patients will receive an online invitation to fill in a digital 

questionnaire including questions regarding their exacerbations during the past 3 months, 

potential changes in medication use and the CAAT, ACQ-6, and tai-10 questionnaires. If patients 

are not able to fill in the questionnaire digitally, they can request a paper version of the 

questionnaire. In case patients do not respond to the invitation after 3 months they will get a 

phone call of the local study team.  

Patients only participating in the short visit will be given the option to also enter the Respiratory 

Registry and will receive the same questionnaire.  
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6. METHODS 

6.1 Study parameters/endpoints 

6.1.1 Main study endpoint 

The primary endpoint is the number and distribution of identified opportunities to 

optimize treatment and management based on GINA guidance.  

 

The endpoint will be assessed in all patients in which the OptimAIR consultation has been 

performed.  

6.1.2 Secondary study endpoints 

The following secondary endpoints will be assessed: 

• Number and type of changes made to inhaled medication 

• Number of changes of inhaler device made based upon technique optimisation   

• Number and type of recommendations made to lifestyle changes (eg smoking 

cessation) 

• Change from baseline in CAAT score after 12 weeks 

• Change from baseline in ACQ-6 score after 12 weeks 

 

These endpoints will be assessed in all patients in which the consultation using the 

AsthmaOptimiser has been performed and who completed the questionnaire after 12 

weeks via the GPRI Respiratory Registry. 

6.1.3 Exploratory study endpoints 

The following exploratory endpoints will be assessed: 

• Distribution of ORACLE risk score 

This endpoint will be assessed in all patients in which the consultation using the 

AsthmaOptimiser has been performed and the ORACLE score has been calculated. 

 

• Number of patients identified based on ICS use, lung function and biomarkers that 

would be eligible for non-ICS treatment in clinical trials 

This endpoint will be assessed in all patients in which the consultation using the 

AsthmaOptimiser has been performed. 

 

• Willingness to participate in interventional clinical trials when approached through 

OptimAIR visit 

This endpoint will be assessed in all patients in which the consultation using the 

AsthmaOptimiser has been performed and who completed the questionnaire after 12 

weeks via the GPRI Respiratory Registry. 

 

• Change in CAAT score in patients eligible and participating in clinical trials versus 

patients eligible but not participating in clinical trials after 6 months 

This endpoint will be assessed in all patients in which the consultation using the 

AsthmaOptimiser has been performed and who completed the questionnaire after 6 

months via the GPRI Respiratory Registry. 
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6.2 Study procedures 

Patient eligibility for the OptimAIR study will be assessed during pre-screening call by phone 

or during a pre-screening visit at the own healthcare professional or by a local study team. 

Patient eligibility check can also be performed based on information available in the 

Electronical Medical System of a healthcare professional, in this case the patient will be 

contacted and informed about the study.  

 

A visit for the OptimAIR study will be conducted by the patient’s own healthcare 

professional or by a local study team. The visit starts with explaining the purpose of the 

study and signing informed consent. 

 

The study visit consist of two parts, of which the second (full visit) is dependent of the results 

during the first part (short visit):  

 

Short visit: 

During the short visit, patient’s demographic characteristics and exacerbation history over 

the past 12 months are collected and current asthma control will be assessed using the ACQ-

6 and CAAT (appendix 3 and 4), and oscillometry will be performed. Based on the outcome 

of the short visit there are two options:  

1. Well controlled asthma, defined as ACQ-6 score ≤ 0.75 and normal oscillometry 

(ALDS result “normal lung function”). The visit for the patient is finished. The patient 

will be followed via the Respiratory registry after 3 and 6 months.  

2. Uncontrolled asthma, defined as ACQ-6 score > 0.75 OR no normal lungfunction 

based on the ALDS report. The patient will continue to the full visit.  

 

Full visit: 

During the full visit the AsthmaOptimiser will be used and all procedures described in 

chapter 5 will be conducted (see also Schedule of assessments, Table 1). The order of 

assessments within the AsthmaOptimiser will be advised as follows: 

- FeNO 

- Spirometry (pre) 

- bEOS counts 

- ACQ-6 

- Oscillometry (post) 

- Spirometry (post) 

- CAAT 

- ORACLE score 

 

Three and six months after the OptimAIR visit the patient will receive an invitation to fill in a 

digital questionnaire including questions regarding their exacerbations during the past 3 

months, potential changes in medication use and the CAAT questionnaire. 
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Table 1. Schedule of Assessments OptimAIR study 

 

 

 

6.3 Withdrawal of individual patients 

Patients can leave the study at any time for any reason if they wish to do so without any 

consequences.  

 

6.4 Replacement of individual patients after withdrawal 

Patients that left the study, e.g. during the study visit or non-responsive during the follow-

up period, will not be replaced. 
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7. SAFETY REPORTING 

7.1 Temporary halt for reasons of subject safety 

In accordance with section 10, subsection 4, of the WMO, the sponsor will suspend the study if 

there is sufficient ground that continuation of the study will jeopardise subject health or safety. 

The investigator will take care that all subjects are kept informed.  

7.2 AEs and SAEs  

7.2.1 Adverse events (AEs) 

Adverse events are defined as any undesirable experience occurring to a subject during the 

study, whether or not considered related to the study procedures. All adverse events 

reported spontaneously by the patient or observed by the healthcare provider or study team 

will be recorded. 

 

Only AEs that occur during the consultation/study visit will be required to be reported. 

7.2.2 Serious adverse events (SAEs) 

A serious adverse event is any untoward medical occurrence or effect that  

- results in death; 

- is life threatening (at the time of the event); 

- requires hospitalisation or prolongation of existing inpatients’ hospitalisation; 

- results in persistent or significant disability or incapacity; 

- is a congenital anomaly or birth defect; or 

- any other important medical event that did not result in any of the outcomes listed 

above due to medical or surgical intervention but could have been based upon 

appropriate judgement by the investigator. 

An elective hospital admission will not be considered as a serious adverse event. 

 

The healthcare provider performing the study visit will report all SAEs to the sponsor 

without undue delay after obtaining knowledge of the events. Only SAEs that occur during 

the consultation/study visit will be required to be reported. 

The sponsor will report the SAEs to the accredited METC that approved the protocol, within 

7 days of first knowledge for SAEs that result in death or are life threatening followed by a 

period of maximum of 8 days to complete the initial preliminary report. If applicable, all 

other SAEs will be reported in line listings after study closure. 
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8. STATISTICAL ANALYSIS 

8.1 Primary study parameter 

The primary endpoint is the number and distribution of identified opportunities to optimize 

treatment based on the GINA guidelines. These opportunities are provided by the 

AsthmaOptimiser results after the patient’s consultation. Multiple management suggestions can 

be given by the AsthmaOptimiser (e.g. address adherence & address inhalation technique). We 

will report all combinations that are given within the study population. The combination of 

guideline-based treatment opportunities variable is nominal, and we will report frequency and 

percentage of the combinations of identified opportunities. 

 

8.2 Secondary study parameters  

The secondary endpoints are: 

• Number and type of changes made to inhaled medication  

• Number of changes of inhaler device made based upon technique optimisation   

• Number and type of recommendations made to lifestyle changes (eg smoking 

cessation) 

We will report frequencies and percentages of the number and eventually type of changes and 

recommendations. Numbers will be presented per country. 

 

• Change from baseline in CAAT score after 12 weeks 

• Change from baseline in ACQ-6 score after 12 weeks 

The change in CAAT and ACQ-6 score will be assessed using linear mixed-effects models. 

Analysis will be done with and without adjustment for potential confounders, such as age, sex, 

country and asthma severity. Analysis will additionally be stratified based on country. 

 

8.3 Exploratory study parameters  

The exploratory endpoints are: 

• Distribution of ORACLE risk score 

This will be presented descriptively using mean ORACLE risk scores. Numbers will be presented 

per country. 

 

• Number of patients identified based on ICS use, lung function and biomarkers that would 

be eligible for non-ICS treatment in clinical trials 

• Willingness to participate in interventional clinical trials when approached through 

OptimAIR visit 

The number of patients identified to be eligible for and willingness to participate in clinical trials 

will be presented descriptively using frequencies and percentages. Numbers will be presented per 

country and clinical trial. 

 

• Change in CAAT score in patients eligible and participating in clinical trials versus patients 

eligible but not participating in clinical trials in the registry after 6 months 

The change in CAAT score will be assessed using linear mixed-effects models. Analysis will be 

done with and without adjustment for potential confounders, such as age, sex, country and 

asthma severity. Analysis will additionally be stratified based on country and clinical trial.  



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  25 of 39

  

9. ETHICAL CONSIDERATIONS 

9.1 Regulation statement 

This study will be conducted in accordance with the principles of the declaration of Helsinki (version 

October 2013). 

 

9.2 Informed consent 

9.2.1 Informed consent procedure 

The healthcare professional (HCP) or member of the local study team will explain the nature of 

the study to the patient after he or she has expressed interest in participating. Patients or their 

legally authorized representative will receive either a digital or hard copy of the Patient 

Information Sheet and Informed Consent Form (ICF). Patients must be informed that their 

participation is voluntary, and they are free to refuse to participate and may withdraw their 

consent at any time and for any reason during the study without any consequences. Depending 

on the specific regulations in patient’s country, the informed consent procedure may either be 

directly initiated or after the minimum consideration period. If applicable, before signing, the 

HCP will explain the study again. Patients can ask any questions they may have. Upon 

satisfactory clarification of all questions, patients will be given the option to sign the ICF. 

Signatures can be provided either on paper or digitally. 

9.2.2 Paper-based consent 

The patient and HCP will sign the ICF on paper at the site. Following the signing process, one ICF 

will be retained at the site in accordance with Good Clinical Practice (GCP) standards, while the 

other will be provided to the patient. 

9.2.3 Electronic Consent  

Signing the ICF electronically will be facilitated through the eConsent module of the designated 

Electronic Data Capture (EDC) system. The patient and HCP will sign the ICF using the study 

tablet. The eConsent module will comply with 21 CFR Part 11 regulations for electronic signatures 

and will incorporate encryption measures. HCP’s will undergo two-factor authentication prior to 

signing the ICF. Upon completion of the signing process, the patient will receive a digital copy of 

the signed ICF.  

9.2.4 Electronic Data Capture System 

Regardless of whether the ICF signature is electronic or paper-based, visits data will be collected 

in an EDC system.  

 

The medical record must include a statement that informed consent was obtained for the 

OptimAIR study and the date it was obtained.  

The ICF will contain a separate section detailing the storage and utilization of data gathering 

during the study, aimed at selecting and potentially inviting patients to participate in other 

research studies. Patients will be informed of their freedom to decline participation in this 

additional use of their data in the future and retain the right to withdraw consent at any time and 

for any reason without any consequences. 
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9.3 Benefits and risks assessment, group relatedness 

The AsthmaOptimiser e-health tool provides the healthcare professionals with personalized, 

guideline-based management suggestions to optimize the asthma treatment, but patients will 

always receive medical treatment as determined by their physician. The AsthmaOptimiser may 

help to structurally implement evidence-based guidelines and to tailor care to the individual 

patients which may benefit their health.  

If based on results of the OptimAIR study patient might be eligible for one of the clinical trials, 

referral to and application for those trials will be voluntary and completely based on the patient’s 

own discission.  

The risk of participating in the OptimAIR study is negligible because most study procedures can 

be classified as usual care. All participants will use their own medication and will not be randomly 

allocated to an experimental intervention. The blood eosinophil count requires a point-of-care 

test (finger prick) which could be considered a minor inconvenience to the patient.  

 

9.4 Potential biases and limitations 

The current protocol includes patients with uncontrolled moderate to severe asthma, based on 

medication and previous exacerbations. This excludes patients with mild asthma. Therefore the 

results and management advices of the AsthmaOptimiser are only applicable for the first patient 

group and can not automatically be translated to the second population.  

The current study will be performed in at least three countries with different health care 

systems. This could affect the treatment preferences of a patients healthcare professional and 

the willingness to follow the advices given by the AsthmaOptimiser. Also the patient 

preferences might be different between the countries due to cultural differences. This can be 

taken into account in the analisis of the study results.  
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10. ADMINISTRATIVE ASPECTS, MONITORING AND PUBLICATION 

10.1 Handling and storage of data  

Data from the AsthmaOptimiser will be stored according to the medical information regulation 

by Lothar Medtech which complies with class IIa for continuous operation according to Annex IX 

of the Directive, also complies with the essential requirements according to EN ISO 13485:2016. 

medical devices - quality management systems - requirements for regulatory purposes. 

Certification authority: TUEV SUED (CE0123) Certificate numbers: G10 102194 0002 Rev. 1 

The data collected in the AsthmaOptimiser will be transferred securely to the Electronic Data 

Capture system. 

Research data for the current study will be collected during the study visit using the 

AsthmaOptimiser and the other procedures and during follow-up for the GPRI Respiratory 

register, as specified in table 1. All research data will be directly entered into an Electronic Data 

Capture system (EDC). The data collection software Castor or a comparable vendor will be used 

to ensure the adequate entry, management, and storage of the collected data. The selected EDC 

system will have an audit trail that enables the tracking of changes. Furthermore, the system 

enables the application of validation rules (e.g. halts when a value is incorrectly filled out e.g. an 

age value that is smaller than 18 or when a data field is accidently skipped). This will minimize 

errors and missing values on questionnaires. The selected EDC system should comply with all 

applicable laws and regulations, including ICH E6 Good Clinical Practice (GCP), 21 CFR Part 11, 

EU Annex 11, General Data Protection Regulation (GDPR), HIPAA (US), ISO 9001 and ISO 27001.  

Data handling and storage will comply with the General Data Protection Regulation (GDRP). The 

investigator will ensure protection of patient’s personal data in compliance with the Personal 

Data Protection Act and that all reports, publications, patient samples and any other study 

disclosures do not reveal the identity of the patient, except where required by laws. Patients are 

identified only by a patient identification number or site identification number to maintain 

patient confidentiality. All patient study records will be kept safely in an access- controlled area. 

Identification code lists linking patient names to patient identification numbers should 

preferably be stored separate from patient records. In case of data transfer, the sponsor or its 

representative will maintain high standards of confidentiality and protection of patient personal 

data. Clinical information will not be released without the written permission of the patient, 

except for monitoring by clinical quality assurance auditors or other authorized personnel 

appointed by the sponsor, by appropriate IRB members, and by inspectors from regulatory 

authorities.  

10.2 Public disclosure and publication policy 

The study will be registered with the Heads of Medicine Agencies – European Medicine Agency 

(HMA-EMA) catalogue of Real World Data (RWD) studies, which focuses on observational 

research (https://catalogues.ema.europa.eu/catalogue-rwd-studies). We aim to disseminate the 

results of this study through conference abstracts in line with the CCMO statement on 

publication policy. 
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12. Appendices  

 

12.1 Appendix 1. IPCRG conference Dublin 2021. Results CAPTURE study19 
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12.2 Appendix 2. Screenshot AsthmaOptimiser 

 

 
 

 



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  32 of 39

  

 
 

 
 



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  33 of 39

  

 
 

 
 



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  34 of 39

  

 
 

 
 

 
 



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  35 of 39

  

 
 

 



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  36 of 39

  

 
  



GPRI-2024-004  OptimAIR 

 

Version 4.0;  17 February 2025  37 of 39

  

12.3 Appendix 3 – ACQ-6 questionnaire 

The ACQ-6 will be provided in the patients local language.  
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12.4 Appendix 4 – CAAT questionnaire 

The CAAT will be provided in the patients local language.  
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