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Protocol > Justification

▪ Allergic diseases and asthma stand as one of the most common chronic 
diseases globally, incurring a substantial global health burden.

▪ However, their actual impact is difficult to estimate due to the lack of 
representativeness and incompleteness of relevant data.

▪ In Europe, allergy care services are available in most countries, but there is 
significant heterogeneity between centres and between countries.

▪ Many allergic diseases are self-treated, treated by pharmacists or at the primary 
care level, without proper training in allergy, thus leading to a profound impact on 
quality of care and desired outcomes.

If we want to reduce unwanted variability and inequities, 
we must first provide data.



Protocol > Hypotheses

1. Management patterns —i.e., diagnostic tests, treatment, avoidance, and prevention—vary across 
and within countries.

2. The impact of allergic diseases and asthma on 

▪ the individual

▪ society

▪ healthcare system in Europe 

is significant, 

▪ overall (as allergic diseases usually cluster together) 

▪ for each specific disease (allergic rhinitis, asthma, atopic dermatitis, chronic urticaria, drug 
allergy, food allergy) 

3. The impact varies significantly by 

▪ disease severity 

▪ country

▪ setting (primary care versus specialised care)

4. The impact of combinations of allergic diseases is higher than the sum of individual impacts.



Protocol > Objectives > Overarching aims

1. Collect data on allergic disease and asthma management across 
centres and countries.

2. Harmonise allergic diseases management by using this registry’s 
results as the base for consensus recommendations and guidelines.

3. Establish a structure for collaborative projects in allergic diseases and 
asthma across countries.



Protocol > Objectives > Study objectives

1. Describe patterns of care for allergic diseases and asthma across Europe

2. Estimate the impact—in terms of 
▪ use of resources (healthcare perspective)

▪ costs (societal perspective)

▪ disability and personal costs (individual perspective)

▪ By allergic disease and their combinations
▪ Stratified by disease severity
▪ Stratified by age groups (paediatric versus adult population)
▪ By country 
▪ By setting (specialised care versus primary care)



▪ Cross-sectional study nested in a multinational registry 

▪ Observation period 12 months

Protocol > Study design

2016 2017 2018 2019 2020 2021

2018 - 2019 was chosen to avoid 
unrepresentativeness of patients 
attending the allergy clinic during 

the pandemics



Protocol > Study population

▪ Inclusion criteria

▪ Specific diagnostic criteria for each allergic disease 
included 

▪ Any age / Any gender

▪ Diagnosis of allergic disease in 2018 or before  

▪ At least 1 visit for the allergic disease in 2019

▪ Access to information at least 12 months before 
the patient visit in 2019

Country Country Country … Country

Centre Centre Centre Centre

Allergic 
rhinitis

Asthma

Atopic 
dermatitis

Chronic 
urticaria

Drug allergy

Food allergy

AugJanNovSepApr Aug 20192018



Each NAS 
provides

• A list of centres 
willing to participate 
in the registry

• Info on public/private 
ratio in the country

Each centre

• Provides the n of 
eligible pts for each 
allergic disease 
included

• Produces a numbered 
list of patients for each 
allergic disease using 
an anonymous standard 
code

The technical team

• Calculates the 
number of patients 
needed to be 
included by centre 
and allergic disease

• Provides a list of 
random numbers by 
disease (including 
replacements)

This info is used to ensure a representative mixture of patients that 
mirrors the country population of patients with each allergic disease

The technical team will ensure that 200 pts are 
allocated by disease in each country and that 

these patients are representative of the 
population of patients with that particular 

disease in that particular country

Protocol > Study population > Patient selection I



Protocol > Study population > Patient selection II

▪ The total number by disease / country is 200

▪ The statistician will calculate the number needed 
to recruit per centre based on:

▪ the information provided by the NAS on the 
number and type of participating centres

▪ the public/private ratio at the country level

▪ the number of patients fulfilling the inclusion 
criteria in all participating centres in the 
country



Protocol > Study population > Patient selection III

▪ In the example, out of the 5 participating centres, 
one is private (Centre 5). 

▪ If the ratio public to private in the country is 5 to 1 
(or 80% / 20%), that means that, to maintain the 
ratio, and for each disease (allergic disease = AD 1 
to 6) this centre should select 200*20%=40. 

▪ All other centres are public, say 3 hospitals and 1 
primary care centre (centre 4). 

▪ There are patients with disease AD1 available in all 
centres; therefore each public centre is asked to 
recruit (200*80%)/4 = 40. 

▪ For disease AD5, less centres have available 
patients meeting criteria (note that neither centre 2, 
nor 3 nor 5 have patients with that disease), thus a 
larger sample is needed in the 2 centres where AD5 
is available; concretely, two centres must recruit 
200/2 = 100 patients.



Protocol > Study population > Patient selection IV

If a patient has several allergic diseases he/she will contribute separately to each disease evaluated; finally, the 
number of disease cases will exceed the number of patients (e.g., the patient is counted once for asthma, once for 

rhinitis and once for atopic dermatitis)



The sample per country must reflect the public/private 
ratio in the country and provide enough mixture of 

management patterns. 

If too many patients from a single centre are included, the 
results lose generalisability

Why not ALL patients in a centre?



The technical team will do the calculation to balance the 
sample at the country level by increasing the numbers 

proportionally in the other participating centres within the 
same country.

If there are not enough patients in one disease in one 
country we will not be able to make country estimations, but 

they will contribute to the European estimates.

What if a centre / country does NOT have ENOUGH
patients available?



Protocol > Outcome variables

Related to management patterns

• Diagnosis

• Interventions

Related to impact

• Healthcare

• Admissions (ICU/general Ward/day 
hospitalisation)

• Visits for diagnosis/FU/Tx

• Assessments

• Interventions

• Society

• Missed school days

• Missed workdays

• Disability pension/support

• Individual

• Days lost not reimbursed 

• Costs paid by the patient

Descriptive

• Sociodemographic

• Risk factors

• Disease-related (controlled disease, criteria…)

Stratification variables

• Country

• Disease

• Severity 

• Paediatric / adult

• Primary / specialised care

Assessments and interventions will 
differ by disease

From patient charts + cross-
checked with the patient

For this Info, the patient will 
need to be contacted

For this Info, the patient will 
need to be contacted



List of 
selected 
patients

Allergic rhinitis
Asthma

Atopic dermatitis
Chronic urticaria

Drug allergy
Food allergy

e-CRF

1st Check type of allergic 
disease

Allergic 
rhinitis

Asthma

Food 
allergy

Fill all corresponding e-CRFs based 
on the information included in 
medical records + patient data

Common 
costs

Contact the patient 
for consent

Protocol > Outcome variables > Data collection

If OK



Protocol > Informed consent I

▪ An informed consent template has been prepared for the registry, adapted to 
both adult and paediatric populations, describing the purpose of data collection 
in the registry, how the data will be handled, and who is going to access the data. 

▪ The consent form will need to be adapted to the country’s requirements and 
translated into the local language. 

▪ The subject will also be informed that only coded data will be transmitted to third 
parties and to other countries but in no case will they contain information that 
can directly identify him/her, such as name and surname, initials, address, DOB, 
etc. 

EAACI headquarters have some translations available. 
National societies should check the translations or translate in case they are not available



Protocol > Informed consent II

▪ There is no consistent guidance at an international level for when and 
how to obtain consent. 

▪ The participating investigators will be responsible for explaining to all 
selected patients, before their inclusion in the study, the nature, purpose, 
procedures and expected duration of the study, as well as the data that 
will be collected during their participation in the study. 

▪ This will be done before collecting any data.

▪ Each patient will be given the necessary time to decide and ask the 
appropriate questions.



Protocol > Informed consent III

▪ Options

• Inform by telephone and 
record in the clinical record 
that the patient was 
informed and consented; 
preferably this process 
should be witnessed by an 
external party

All by 
telephone

• Send the consent form by 
e-mail and ask the patient 
to

• Sign the pdf 

• Send a picture of the 
signed document for  the 
clinical records

By e-mail

• Send the consent by post 
with instructions for the 
patient to

• Sign and send it back to 
the clinic

• Send a picture of the 
signed document  for  the 
clinical records by email

By post

• Ask the patient to attend 
the clinic for signing the 
ICF 

In person

It is mandatory to document the ICF 
process in the clinical records



Protocol > Informed consent IV

▪ Additional aspects 
▪ The informed consent process should be documented and made available for 

an audit or other inspections.

▪ In no case should a signed consent leave the centre or be deposited in any 
other place.

▪ Given the current health situation, in each country/centre, the Institutional 
Review Board should be asked about the possibility of the use of 
telemedicine procedures in order to obtain a verbal consent for data 
collection instead of a written consent (especially for the case of a 
retrospective, non-interventional data collection study)



Sample 
description

Estimated use of the 
different assessments 

and interventions 
(patterns) with 95% CI

Estimates of the impact 
in terms of direct and 

indirect costs with 95%

Stratification

Protocol > Statistical analysis

The intention is not to compare 
countries but to provide information 

by country and aggregated. 

When aggregating data, weights will 
be applied.

We might contact the national 
coordinators for information 

about specific costs



Country (NAS)

Patients will not be 
included with 

identifiable data

Patients identification details/personal data will not be 
shared outside the centre. 

The technical team will provide a selection of numbers 
that will be used to identify patients

The IT platform is secure 
(password + encryption)

Protocol > Data anonymisation and safety



Individual centres

National regulations

European regulations General Data Protection Regulation

(GDPR)

Ethics committee 
application

Good clinical 
practices

Anonymised

Platform security

Safe server
User/ 

password
Back-up

Data sharing

Contracts

Protocol > Data anonymisation and safety



Protocol > Data ownership and sharing

▪ Data will belong to EAACI who can agree, following MoUs, to share for 
specific secondary studies or analysis with NAS.

▪ Data sharing will comply with the international transfer restrictions set 
out in the standard-setting EU GPRD.

▪ When advised for the publication of results, datasets used may be made 
available for inspection in repositories.



Protocol > Research team and roles
Steering Committee

• Design of the registry 
protocol

• Supervise all steps 
of the project

• Inform all 
investigators

• Lead primary 
publications

• Provide sources of 
funding

National coordinator

• Sign bilateral 
agreement with 
EAACI after review of 
the protocol

• Attend project 
meetings and further 
inform all the other 
investigators 

• Present the registry 
to the investigators 
in the centres

• Inform about the 
number, name and 
type of centres to the 
technical team

• Provide the contact 
details of the centres

• Identify problems in 
a timely manner and 
report to the 
technical team

• Notify national 
regulatory authorities 
if needed

• Notify national/ 
regional ethics 
committees

Centre coordinator

• Seek approval by the 
local ethics 
committee

• Identify the eligible 
patients (Excel list)

• Communications 
with the technical 
team

• Coordinate data 
collection in the 
centre

• Custody of registry 
materials and 
collection of 
signatures

• Report any problem 
to the national 
coordinator

Centre researchers & 
data managers

• Collect data

• Contact  patients

• Enter data

• Ensure data 
completeness and 
reliability

Technical team 
(Inmusc)

• Protocol design

• CRF and platform 
design

• Monitoring

• Analysis

External assessors

• Assessing the 
limitations, potential 
biases, and good 
practices.



Protocol > Publication Policy > Authorship rules –
primary analysis of data

▪ Authorship rules are in agreement to ICMJE recommendations:
▪ Substantial contributions to the conception or design of the work; or the acquisition, 

analysis, or interpretation of data for the work; AND

▪ Drafting the work or revising it critically for important intellectual content; AND

▪ Final approval of the version to be published; AND

▪ Agreement to be accountable for all aspects of the work in ensuring that questions 
related to the accuracy or integrity of any part of the work are appropriately investigated 
and resolved.

▪ In recognising that the contributors to the HEAD registry volunteer their time and 
expertise, authorship will be as inclusive as possible (i.e., all contributing 
investigators will be included), while always adhering to the ICMJE policy 
guidance without exception.



Protocol > Publication Policy > Secondary analysis of 
data

▪ NAS can always perform and publish additional analysis on the 
collected data registry:
▪ A request with clear objectives and the protocol of the secondary analysis will 

be submitted to the Steering Committee

▪ A separate MoU will be established

▪ The NAS investigators performing the analysis will be the lead authors and 
NAS will establish the authorship according to the ICMJE rules



Questions on the protocol

?



Before entering data



Checklist I > Country level

✓Is there a national coordinator?

✓Have the protocol + materials been 
▪ Translated

▪ Approved by the Ethics Committee (at least the centre of the coordinator)

✓Are the data on centres accurate? 
▪ Total number of centres, names of centres, emails of contacts

▪ Relevant: National figures (ratios)

All national coordinators to report to the 
technical team and cross-check information



Checklist II > Centre level

✓Has the centre been approved by the national coordinator?

✓Has the centre obtained ethical approval? 
▪ If No→ Obtain it*

▪ If Yes→
• Send a copy (1 per centre) of the approval to head-registry@inmusc.eu

• cc National coordinator

*If not necessary, send the legal document needed to start in your centre signed.

In response to this email, the 
technical team will send the centre 
coordinator 

REDCap survey link

mailto:head-registry@inmusc.eu


REDCap Centres’ survey

If your country is not listed, contact 
head-registry@inmusc.eu

Be careful typing centre name, 
as it is how it will appear 

everywhere. Do not use All 
caps. Only one centre.

By submitting you will be sent 
to the investigators’ forms.

You can also save and return 
later (save the code)

Relevant for 
representativeness/sample 

size



Centres’ data: Coordinator

If there are several centre coordinators 
in one centre, click on “Add another 

centre coordinator”

This form can only be filled after having done 
the training. Please, contact the technical 

team at head-registry@inmusc.eu if you are a 
centre coordinator and did not attend a 

session

This information will be used in 
publications of the registry. Here you 

can add more than one centre.



Centres’ data: Data manager

If more than one person will be entering 
data in one centre, click on “Add 

another data manager”

A data manager is anybody who will enter 
data (researchers or technicians)

This information will be used to 
provide a user and password for the 

REDCap platform



Patients’ selection (I)

▪ Send a list of eligible patients with disease for centralised stratified random 
sampling by the technical team:

1. Create an Excel file with all the patients in the centre and the following columns:

2. Make a copy of the file deleting the “Name” column → send to head-registry@inmusc.eu

3. Save the original Excel file protected

Name of the patient Code Allergic 
rhinitis

Asthma Atopic 
dermatitis

Chronic 
urticaria

Drug allergy Food allergy

Joseph Smith 1 X X X

Anna Ripley 2 X

… 3 X XThis will be the 
code for the 

informed consent

Code Allergic 
rhinitis

Asthma Atopic 
dermatitis

Chronic 
urticaria

Drug allergy Food allergy

1 X X X

2 X

3 X X

Check all the target diseases each patient has

mailto:head-registry@inmusc.eu


To protect an Excel file
PC

1. Select File > Info.

2. Select the Protect Workbook box and choose 
Encrypt with Password.

3. Enter a password in the Password box, and then 
select OK.

4. Confirm the password in the Reenter Password 
box, and then select OK.

Mac

1. Open the MS Excel for Mac file you want to encrypt 
and password protect.

2. Select File > Passwords. ...

3. In the Password to open field, type a password. ...

4. Click OK. ...

5. Reenter the same password.

6. Click OK.



Patients’ selection (II)

▪ The technical team will provide the list of selected patients:
▪ “The following codes have been selected”:

▪ “Keep these other codes as a replacement in case a patient declines participation”:

▪ Find contact details of the selected patients to obtain consent and collect data.

▪ Note in your Excel the ones selected and the date you obtained consent (or this 
was declined)

Code Allergic 
rhinitis

Asthma Atopic 
dermatitis

Chronic 
urticaria

Drug allergy Food allergy

2 X

15 X X

31 X

Code Allergic 
rhinitis

Asthma Atopic 
dermatitis

Chronic 
urticaria

Drug allergy Food allergy

4 X

60 X X

58 X



Patients’ recruitment (Centre coordinator)

Send eligible patients 
to Inmusc

Inmusc will send you 
the random list of 

patients to contact

Inmusc will activate 
the centre’s data 

managers at REDCap

REDCap 
administrator will 

send an automatic 
user and password

Collect consent

Enter data

Code
Allergic 

rhinitis
Asthma

Atopic 

dermatitis

Chronic 

urticaria

Drug 

allergy

Food 

allergy

2 X

15 X X

31 X

Make sure you set 
your password 

before entering data

Code
Allergic 

rhinitis
Asthma

Atopic 

dermatitis

Chronic 

urticaria

Drug 

allergy

Food 

allergy

2 X

15 X X

31 X

Note in your 
protected Excel



Informed consent + data collection (patient)

▪ Telephone call 
▪ (Pre-agreement)

• → note in the clinical records 

• → signature at any moment when they attend the clinic

▪ Provide the data or set a date for data collection 
• → Explain that data will be related to year 2019



Questions on checklist 
pre-data-entry and patient 

selection

?



Data sources and dates



Data sources

Registry

Hospital 
databases

Clinical 
record

Patient

Cross-check



Dates 

▪ Some data refer to EVER (ever been assessed or treated with)

▪ Most data will refer to a 12-month period
▪ For hospital data and clinical records

• Start fixing the last visit of the patient in 2019

• Go backward 12 months and set the initial date of the observation period

▪ For patient derived data
• 2019 (tax year)



Questions on data 
sources or on how to fix 

the observation period per 
patient

?



Entering data in REDCap



Entering in REDCap (Data managers)

▪ You will receive two emails from REDCap (redcap@uma.es) 

▪ Make sure you open them in order.

▪ Click on set your REDCap password

▪ You will be redirected to log in to set your password. 

▪ The password must be 9 characters long and contain upper and lower case letters and numbers.

▪ They will also ask you to introduce a safety question to recover your password.



Entering in REDCap

▪ Once you have set your password, you’re already in REDCap.

▪ Go to the upper band to My projects.

▪ In case it says “You do not have access to any projects”, send an email to 
head-registry@inmusc.eu

mailto:head-registry@inmusc.eu


Entering in REDCap
https://redcap.uma.es/ If you have problems, either 

contact REDCap administrator 
or head-registry

If you do not remember your 
password, click here



Under “My projects” go to HEAD Registry (EACCI)

You can always set in your 
profile user’s preferencesREDCap training videos 

and FAQs



Then go directly to “Add New record / Edit” in the left 
column menu

This is to add information or to 
edit patients’ data

This is to view all data 
entered by you

This is to export your 
patients’ data



Add a new patient: Click on “Add New record” then on the 
grey button “Common general”



For a better experience, select “Open Survey”

It will open in a new page in the web-browser

You can download the pdf to fill it in 
paper and then go back to the platform



Fill in the dates and sociodemographic data

When “Yes” is selected, more 
information will be required

When “Yes” is selected, more 
information will be required

When “Yes” is selected, more 
information will be required



Fill in the dates and sociodemographic data



Fill in the comorbidities

In case of malignancy, immunodeficiency, and 
others, you will be prompted to specify



Check what allergic diseases the patient has.

Make sure you mark “Yes” or “No” 
and then click on “Submit”

You can stop here and come back 
later with the return code or 

continue with the common cost or 
any other of the corresponding 

forms



Fill in the Costs form

▪ 2 options:

▪ Enter the data directly in 
the form (preferred)

▪ Download an Excel file 
and upload it

You can get these data from the 
hospital database and or check 

with the patient

Make sure you adjudicate costs to the right disease/s 
(write only in that cell). If the admission is caused by two 

diseases, count the same number of days

For these data you will need to 
contact the patient. Let him/her 

know in advance what you will ask



Fill in the Costs form

▪ 2 options:

▪ Enter the data directly in 
the form (preferred)

▪ Download an Excel file 
and upload it

You can also download the Excel file 
(same cells than in the platform), 

complete it, and then upload it. Choose only one option!



Continue with the forms missing



In all disease forms you will be asked the dates of 
diagnosis, onset of symptoms, and who made the 
diagnosis 

Remember the criteria

If you click on the calendar icon you will have 
to scroll back to the year. It is faster to type it 
like this: 10-01-2021. Even if you type it like 
10-1-21 or like 10/1/21 it will come out right

If you only know the year, select 15/06 of that 
year. If you know the month and year, select 

day 15th of that month



Then some specificities…

For asthma is whether the patient was controlled 
according to the GINA criteria in the 2018 and the 2019 

visits

For drug and food allergies is culprit drugs or food/s

For allergic rhinitis is ARIA criteria and VAS



Next is diagnostic tests: 
1) EVER, then, if checked 2) number done in 2018-19

Indicate only how many were done in the 
observation period. This will open 

automatically if marked above (Ever)



Then pharmacological interventions in 2018-19 period

If marked, you’ll need to specify name (ALL CAPS), and dose (mcg or 
mg, depending on the drug) , frequency and days used in 2018-19

Some interventions have other specifications



The last part relates to exacerbations/flare-ups

For asthma, atopic dermatitis, and chronic 
urticaria is exacerbations/flares in 2018-19.
For each exacerbation/flare you will have to 
indicate treatment used and specifications

For food allergy it will ask about lifetime 
episodes and then specifications about those 

that occurred in 2018-19, including severity and 
culprit food



The last part relates to exacerbations/flare-ups

For drug allergy it will ask about lifetime 
episodes and then specifications about these 

with year, temporality, and severity



Once you’re done with all forms, close survey



Dashboard

▪ You can check all 
the patients entered 
by you and whether 
the forms are 
completed or not.

▪ By clicking on any 
red dot you’re 
directed to the form 
in that specific 
patient.

If they are completed by survey you 
will not be able to edit

If you fill the forms by clicking on the 
buttons, then you’ll be able to edit 
until finished (When you’re done, 

click on “Finished”)



Questions on how to enter 
data in REDCap

?



Monitoring



Monitoring

▪ Consistency
▪ Central platform for data entry 

▪ Training

▪ Completeness
▪ Each one to check for data quality

▪ Alerts on entry forms with warning about missing data

▪ Accuracy
▪ Cross-checking random samples

Training



How will it be done?

▪ By-weekly we will download the database and check for inconsistencies 
or missing data

▪ We will contact centres as we encounter problems
▪ Directly by e-mail, specifying the problem (centre coordinator)

▪ With messages in the database (data managers)



Questions on monitoring

?



Updates



Frequency and format

▪ Monthly meetings with national coordinators

▪ Monthly newsletters (e-mail) including:
▪ Update and benchmarking

▪ Meetings resolutions



Questions
?

head-registry@inmusc.eu

mailto:head-registry@inmusc.eu

