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COVID-19 and rare skin diseases 
European observational study (data research) during an epidemic  

  
 
 
LIST OF PARTICIPATING CENTRES  
In 2016, a call for tenders was launched aimed at establishing approved networks to care for patients 
with rare diseases in Europe. These networks are called ERNs (European Reference Networks) and 
cover a range of different areas of medical specialisation. 
ERN-Skin, coordinated by Professor Christine Bodemer, groups together some 56 healthcare 
providers (HCP) from 22 different countries and 20 patient associations. Over 15 areas of 
specialisation are involved in ERN-Skin. 

- List of ERN-Skin European Reference Networks: https://ern-skin.eu/reference-centers/  
 
In France, and using the same type of structure as the European network, the mission of a health 
network is to stimulate and coordinate the actions of all those involved in the treatment of rare 
diseases (reference centres, centres of excellence, patient associations and medical/social partners) 
to improve patient care, to enhance continued research and promote communication, training and 
education in the area of rare diseases, while harmonising and fostering the complementary nature of 
centres for rare diseases.  
The FIMARAD network, coordinated by Professor Christine Bodemer, brings together stakeholders 
concerned by rare skin diseases: 52 referral centres, 68 centres of excellence and 21 patient 
associations.  

- List of centres in the FIMARAD Rare Diseases Health Network: https://fimarad.org/les-
centres-de-reference/ and https://fimarad.org/les-centres-de-competences/  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

https://ern-skin.eu/reference-centers/
https://fimarad.org/les-centres-de-reference/
https://fimarad.org/les-centres-de-reference/
https://fimarad.org/les-centres-de-competences/


HJ-20-COVID19_RareSkin-protocol_V1.0_20200527_signed_VF 3 
 
 

 
SIGNATURE PAGE OF THE PROTOCOL 
 
Code of data controller: FR-CRMR-4-01  
Long/short title: COVID-19 and rare skin diseases, European observational study (data research) 
during an epidemic 
 
Version no. and date: V1.0 of 18

th
 May 2020  

 
The data controller and the scientific lead undertake to conduct this study in accordance with the 
protocol, rules and recommendations of international good clinical practice and in compliance with 
the laws and regulations applicable to research. 
 

 
LEGAL 

REPRESENTATIVE 

 
Institute Imagine  
 

 
DATE 

 
18 / 05 / 2020 

 

 
SIGNATURE 

 
 
 

SCIENTIFIC LEAD  

Professor Christine Bodemer  

Hôpital Necker-Enfants malades 

[Necker Hospital for Sick 

Children] 

Dermatology Department 

FIMARAD Network  

ERN-Skin  

 
DATE 

 
18 / 05 / 2020 

 

 
SIGNATURE 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



HJ-20-COVID19_RareSkin-protocol_V1.0_20200527_signed_VF 4 
 
 

 
 
TABLE OF CONTENTS  
 

1. SCIENTIFIC RATIONALE AND CURRENT SITUATION ............................................................ 7 

2. OBJECTIVES OF THE STUDY ................................................................................................. 7 

2.1. PRIMARY OBJECTIVE .................................................................................................... 7 

2.2. SECONDARY OBJECTIVE ............................................................................................... 7 

3. POPULATION CONCERNED.................................................................................................. 8 

3.1. INCLUSION CRITERIA .................................................................................................... 8 

3.2. EXCLUSION CRITERIA ................................................................................................... 8 

4. OBSERVATION METHOD SELECTED .................................................................................... 8 

4.1. STUDY DESIGN ............................................................................................................. 8 

4.2. STUDY OUTLINE ........................................................................................................... 9 

5. EXPECTED DURATION, SCHEDULE, AND ORGANISATION METHODS OF THE RESEARCH .. 9 

5.1. PLANNED STUDY SCHEDULE ........................................................................................ 9 

5.2. ORGANISATION METHODS OF THE RESEARCH ........................................................... 9 

6. DATA SOURCE AND MANAGEMENT METHOD ................................................................. 10 

6.1. JUSTIFICATION FOR THE USE OF DATA ...................................................................... 10 

6.2. PROCESSING OF THE DATA COLLECTED .................................................................... 11 

6.3. METHOD USED TO CIRCULATE THE DATA COLLECTED.............................................. 11 

6.4. RIGHTS TO ACCESS THE DATA OF SUBJECTS AND SOURCE DOCUMENTS ................ 11 

6.5. RETENTION OF DOCUMENTS AND DATA .................................................................. 12 

7. STATISTICAL ANALYSIS OF DATA ....................................................................................... 12 

7.1. SOFTWARE ................................................................................................................. 12 

7.2. STATISTICAL ANALYSIS ............................................................................................... 12 

8. ETHICAL AND LEGAL ASPECTS ........................................................................................... 13 

8.1. QUALIFICATIONS OF PERSONS INVOLVED ................................................................ 13 

8.2. PROCESSING OF PERSONAL DATA ............................................................................. 13 

9. APPENDICES ...................................................................................................................... 13 

 
 
 
 
  



HJ-20-COVID19_RareSkin-protocol_V1.0_20200527_signed_VF 5 
 
 

 
LIST OF ABBREVIATIONS 

 

ABBREVIATION DEFINITION   

NSAID  Non-Steroidal Anti-Inflammatory Drug 

TIA Transient Ischaemic Attack 

ARAII Angiotensin II Receptor Antagonists 

CRA Clinical Research Associate 

CVA Cerebral Vascular Accident (stroke) 

COPD Chronic Obstructive Pulmonary Disease 

UH  University Hospital  

CNIL Commission Nationale de l’Informatique et des Libertés (French Data Protection 
Agency) 

CRF/e-CRF Case Report Form/ electronic Case Report Form 

ERN  European Reference Network 

ERN-Skin  European Reference Network for rare skin diseases  

FIMARAD  French Rare Skin Diseases Health Network  

HADS Approved Health Data Host 

AHT Arterial hypertension 

ACE Angiotensin-Converting Enzyme Inhibitor 

PI Principal investigator 

VIF  Variance Inflation Factor  
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FULL SUMMARY : 

 

Title  COVID-19 and rare skin diseases. European observational study (data research) 
during an epidemic   

 
State of the issue and 
objective of the 
research 

This is a European observational cohort study (data research) involving multiple 
centres to look at the potential impact of COVID infection on patients with rare 
skin diseases examining factors such as comorbidity, protection factors, and 
clinical and/or therapeutic factors. The data collected may provide additional 
information on the situation of patients and, on a wider basis, provide useful 
data applicable to the general population.  

Population concerned  Patients (children and adults) with rare skin diseases having consulted with 
suspected COVID-19.  

Method of 
observation or 
investigation followed 

European observational study (data research) involving multiple centres.  

Origin and nature of 
the personal data 
collected. Justification 
for the use of the 
above 

Medical and demographic data will be collected from the medical records of 
patients. The data required will be specified in Appendix 1 (collection form). 
Patients will be identified by their initials (first letter of their surname and first 
name)  

Method used to 
circulate the data 

The user physician will collect study data after the study project managers have 
checked his/her identity.  
 

Duration and 
organisational 
methods of the 
research 

The study will last for one year to cover the COVID-19 epidemic in France (which 
includes the areas of mainland France and its overseas departments and 
territories) and in Europe, via the ERN-Skin European Network. 

 
 
 
 
 
Data analysis method 

The frequency of severe forms of COVID-19 will be calculated with a bilateral 

95% confidence interval using, as a numerator, the number of patients with a 

severe form of COVID-19 and, as a denominator, the number of patients with a 

COVID-19 diagnosis confirmed by PCR, chest scan, serological assay or by 

suggestive clinical signs during the medical consultation. A severe form of COVID 

is defined as a case requiring hospitalisation in an intensive care unit, requiring 

resuscitation, or resulting in death. 

 
 
 
 
Expected results  

Analysis of the impact of COVID-19 infection on rare skin diseases: complications, 
potential comorbidity factors, impact on the management of chronic conditions 
(change in treatment) and the experience of patients.  
The results of the analysis may be compared with those obtained for other 
groups of diseases. Gaining a better understanding of high-risk situations, as well 
as any aggravation or protective factors, should enable us to issue 
recommendations adapted to this kind of disease but that may also be useful for 
the general population. This type of study may also provide “reassurance” to 
patients with rare diseases who have many questions during this period of 
epidemic and heightened concern. 
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1. SCIENTIFIC RATIONALE AND CURRENT SITUATION 

This unprecedented COVID-19 epidemic, and its potential severity for a minority of people affected 
by breathing difficulties that can result in a rapid death in just a few days, means there is now a need 
to provide a better definition of which subjects are at greater risk and the overall comorbidity 
factors. The risk factors already mentioned and confirmed during this epidemic seem to be the classic 
risk factors for potentially severe viral infections: namely, chronic respiratory diseases, cardiovascular 
diseases, immunocompromised or transplanted subjects, diabetics, kidney failure, cirrhosis, morbid 
obesity, pregnant women from the third trimester onwards, and patients over the age of 70 years.  
 
In particular, the reported clinical symptoms of the infection include a high temperature, cough, sore 
throat, headache and breathing difficulties. The list now includes, with a lower frequency, isolated 
digestive signs (diarrhoea), neurological signs (e.g. anosmia), and dermatological signs (urticaria, 
vesiculobullous rash, conditions affecting the lower limbs (hand-foot), facial erythema). The list of 
symptoms is most certainly incomplete, as new elements appear each week. The age of onset of 
potentially severe complications has decreased in recent weeks (<60 years), and the harmful role of 
some drugs has been suggested but not always proven (e.g. NSAIDs). The state of knowledge is 
evolving constantly. 
Rare skin diseases (which include disorders affecting the skin and mucosa) are a heterogeneous 
group of diseases. They frequently include orphan and chronic diseases with a genetic (e.g. 
ichthyosis, epidermolysis bullosa, and vascular malformations) or immunological (autoimmune 
bullous diseases) origin. In the most severe cases, visceral complications are possible (neurological, 
digestive, renal, etc.) and can even be life-threatening, associated with primary or secondary organ 
failure. These patients require chronic symptomatic treatments which, depending on the disease, 
consist of anti-inflammatory drugs, immunosuppressants, anti-proliferative drugs, antibiotics, and 
analgesics of different levels.  
 
Patients with these rare and potentially severe skin diseases are currently expressing their concerns 
and wondering whether their disease and associated chronic treatment poses a specific and/or 
increased risk during the current pandemic. They and their families are asking questions about the 
specific clinical signs and precautions required (i.e. is it necessary to change their treatment).  
 
A certain number of such patients are monitored within the European Reference Network (ERN-Skin) 
and the Rare Skin Disease Health Network (FIMARAD). We often possess clinical or diagnostic data 
on such subject covering areas such as pathological anatomy, molecular studies, and immunology. 
 
We are therefore proposing a European observational study (data research) involving multiple 
centres to look at the potential impact of COVID-19 infection on patients with rare skin diseases 
examining factors such as comorbidity, protection factors, and clinical and/or therapeutic factors 
both in France and in Europe through the ERN-Skin network. 
 
The data collected may provide additional information on the situation of patients and, on a wider 
basis, provide useful data applicable to the general population in France and Europe.  
 

2. OBJECTIVES OF THE STUDY 
2.1. PRIMARY OBJECTIVE 

The primary objective is to determine the impact of a COVID-19 infection in patients with rare skin 
diseases monitored by the European Reference Network (ERN-Skin) and the FIMARAD network, and 
especially the frequency of severe forms of symptomatic COVID-19 infections. 
 

2.2. SECONDARY OBJECTIVE 



HJ-20-COVID19_RareSkin-protocol_V1.0_20200527_signed_VF 8 
 
 

The study will also:   
- characterise the clinical signs described in the context of this infection, 
- evaluate the frequency of asymptomatic forms in this particular population (positive 

serologies), 
-  evaluate the infection potential consequences on the rare skin disease and its treatment, 
-  answer patient questionings considering their skin rare disease and its treatment as 

potential risk factors during the COVID-19 epidemic. 
 

Endpoints:    
- Primary: frequency of hospitalisations related to suspected and confirmed cases of Covid-19 

infection and consequences, OR analysis of associated factors: age, gender, pathology, 
comorbidities, medications.  

- Secondary: frequency of confirmed and suspected unconfirmed Covid-19 infections; 
description of clinical signs and signs of an impact on the chronic disease; description of 
possible therapeutic changes due to the Covid-19 infection.  

 
3. POPULATION CONCERNED 

This study concerns (paediatric and adult) patients with rare skin diseases and suspected or 
confirmed COVID-19 infection who consult a medical team that is part of the European Reference 
Network ERN-Skin or the Rare Skin Diseases Health Network (FIMARAD).  
 

3.1. INCLUSION CRITERIA 
- Patient with a rare skin disease, 
- Patient of any age (paediatric or adult), 
- Patient with suspected COVID-19 infection (remote consultation, face-to-face consultation, 

general practitioner, hospital physician), 
- Patient in contact with a subject infected with the COVID-19 virus,  
- Asymptomatic patient for COVID-19 viral infection but with a positive serology, 
- Study information given to the patient and/or to their legal representative, 
- Patient who has been informed and has agreed to this data collection process. 

 
3.2. EXCLUSION CRITERIA  
- Patients not suffering from a rare skin disease, 
- Patient and/or their legal representative who object to their participation in the study at the 

presentation of the information leaflet, 
- Adult patient unable to understand the implications and constraints of the study, 
- Protected adult subject to guardianship or safeguarding measures. 

 

4. OBSERVATION METHOD SELECTED  
4.1. STUDY DESIGN   

This is a European observational cohort study (research data) involving multiple centres whose main 
objective is to determine the impact of a COVID-19 virus infection in a cohort of patients with rare 
skin diseases and particularly if these rare diseases and their treatments are risk factors of infection 
severity. The cohort of patients with rare skin diseases is monitored by the European Reference 
Network (ERN-Skin) and FIMARAD network centres. This is a public health impact study. 
 

Patients will be enrolled in the study by centres belonging to the European Reference Network ERN-
Skin and by hospitals belonging to the Rare Skin Disease Health Network (FIMARAD) that provide 
care for patients with rare skin diseases. To avoid any selection bias, physicians will be instructed to 
include all patients consulting for suspected COVID-19, confirmed or not by PCR or serology. 
Information on this study will be communicated in the form of a newsletter disseminated by the 
ERN-Skin and FIMARAD networks.  
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After checking the eligibility criteria, informing the patient of the objective of the study, and ensuring 
that he/she does not object to the study, the study physicians will complete the form used for 
collecting pseudonymised personal and clinical data of patients at the end of the consultation (D0) 
(Appendix 1). 
Follow-up data will be collected four weeks after inclusion (D30) from the physician who enrolled the 
patient via their medical records. 
The collection form will indicate the type of rare skin disease, age, known and additional comorbidity 
factors, their status as a contact subject, subject likely to be diagnosed with COVID-19 based on the 
clinical signs, subject with confirmed diagnosis (PCR or serology) and current treatments. Family 
associations connected to the European ERN-Skin and FIMARAD networks and to the clinics will also 
disseminate information on the study.  
No patient intervention is required as part of this study, only personal and clinical data specific to this 
study will be collected by the physician from the patient’s medical record. It is also planned to collect 
retrospectively data from patients who contracted COVID-19 prior to the start of this cohort study. 
 

4.2. STUDY OUTLINE 
 

 
 
 

5. EXPECTED DURATION, SCHEDULE, AND ORGANISATION METHODS OF THE RESEARCH 
5.1. PLANNED STUDY SCHEDULE   

Duration of the inclusion period: 1 year (2020)  
Duration of monitoring per participant: no follow-up, retrospective collection of data over a period of 
4 weeks since inclusion 
Total duration of the research: 1 year (2020)  
Start date of research: April 2020 
 

5.2. ORGANISATION METHODS OF THE RESEARCH   
Methods of informing participants: Collection of consent 
The physician will ask the patient/holder of parental authority/legal representative whether they 
wish to participate in this research and inform him/her of the purpose and of the computerised 
processing of their personal data collected during this research. The physician will also specify their 
rights of access, opposition, and rectification in relation to such data. 
The physician shall also check the eligibility criteria. If the person agrees to take part, he/she shall 
give their consent orally. If the agreement to take part is collected from a representative, the patient 

The physician is contacted again to 
establish the outcome of the patient 
and confirm or invalidate the COVID-
19 diagnosis. 

If the diagnosis of COVID-19 is confirmed 
(by PCR, chest scan, serological assay, or 
suggestive clinical signs) -> data will be 
used for analysis 

If the COVID-19 diagnosis is negative (by 
PCR, chest scan, serological assay, or 
suggestive clinical signs) -> data will not 
be considered for analysis 

The (adult or paediatric) patient with a 
rare skin disease is evaluated for 
COVID-19 suspicion or during his  follow 
up consultation with a COVID-19 
positive serology (asymptomatic form)  

The physician informs the patient of 
the study objectives and collects their 
consent. The physician then 
completes the special study collection 
form 
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will be informed as soon as possible and their agreement to take part will be requested for the 
continuation of the research and for the use of his/her personal data collected under the scope of 
this research. The participant may, at any time, object to the use of their data, in the context of the 
research. 
Patients and/or their legal representatives will be fully and fairly informed, in understandable terms, 
of the objectives, of their right to refuse to take part in the study or their right to withdraw at any 
time. 
All this information will appear on the information form given to the patient. An accurate description 
must be given of the computerised processing of their personal data collected during this research, 
their rights of access, opposition, and rectification. 
The investigator will obtain the consent of the patient before starting the research and accordingly 
this information will appear in the medical record of the patient.  
 
Methods of identifying participants 
Eligible patients for this study are patients followed-up in a hospital of the European Reference 
Network ERN-Skin or the FIMARAD network and presenting symptoms or viral analysis (PCR, 
serology) compatible with COVID-19 infection. 
 
Methods of monitoring participants 
D0 is considered as the day when a patient consults a medical physician connected to the European 
Reference Network ERN-Skin or the Rare Diseases Health Network (FIMARAD) for suspected COVID-
19 infection, or consults for his follow-up with a positive serology for COVID-19 (asymptomatic form). 
 
Data is collected on D30 from the physician who saw the patient to record the outcome. No patient 
intervention is required as part of this study, only personal and clinical data specific to this study will 
be collected by the physician from the patient’s medical record.  
 

6. DATA SOURCE AND MANAGEMENT METHOD  
6.1. JUSTIFICATION FOR THE USE OF DATA 

Source of the data collected 
Only demographic and clinical data will be collected (data from the medical records of patients or 
when investigating medical histories during consultations/hospitalisations). 
  
Nature of the data collected 
Demographic data collected will consist of: the initials of surname (1 letter) and first name (1 letter), 
the date of birth (month and year) and the sex.  
Clinical data collected will consist of: 

- identification of the rare skin disease of the patient,  
- duration of the disease (format MM/YYYY), 
- presence of comorbidities: COPD, asthma, smoking, heart disease, ACE/ARAII treatment, 

obesity, diabetes, chronic kidney disease, diffuse interstitial lung disease, history of stroke 
(infarction, CVA, TIA) and cancer, 

- current treatments: anti-inflammatory, antiproliferative, analgesic/antipruritic, anti-
angiogenesis and others,  

- data relating to the COVID-19 infection: date of first compatible symptoms (or delay since 
first symptoms), or contact date with a positive patient for COVID-19, or date of viral 
confirmation (serology) for an asymptomatic patient with COVID-19 infection, COVID-19 
infection severity (hospitalisation in intensive care, resuscitation, or death), management of 
COVID-19 including medication and outcome (recovery without sequelae, recovery with 
sequelae, death), impact on the rare skin disease and its treatment irrespectively of the 
asymptomatic or symptomatic infection. 
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Justification for the use of personal data 
It must be possible to re-identify patients indirectly for data monitoring, auditing, or inspection 
purposes. 
 

6.2. PROCESSING OF THE DATA COLLECTED  
Under the scope of this study, each user physician undertakes to apply the regulations applicable in 
his/her own country.  
The project managers in charge of the study will check the data entered using an internal monitoring 
procedure. 
The CRO Easy-CRF SAS will encode the e-CRF and supply the annotated e-CRFs. The CRO Easy-CRF 
SAS uses an automatic extraction engine on the MySQL database to extract data in a CSV format in 
the form of several relationally linked files. The controller then recovers these files directly from the 
e-CRF interface via an authentication process. The statistical team of the sponsor is responsible for 
cleansing the database, creating a derived variable for the analyses, etc. The database will be frozen 
at the end of the study after checking that all data required for the study have been collected and 
after cleansing the database. 
As the Easy-CRF SAS e-CRF database is hosted on an authorised Health Data server, the data is 
backed up on a daily basis. These backups are stored in two separate secure locations. In addition, 
the server operates on two servers using a High Availability mechanism across two separate 
geographical locations thereby guaranteeing operational capacity even in the event of the failure of 
one of the servers. 
Data are validated in accordance with the data management plan defined jointly by the coordinating 
investigator and the Methodology (methodologists, data manager and statistician). The software 
used will be STATA 13.1.  
 

6.3. METHOD USED TO CIRCULATE THE DATA COLLECTED  
The user physician will collect study data after the study project managers have checked his/her 
identity.  
 
CONSULTATION: 
The PI, the study project managers, the study coordinators/CRAs may consult the study data 
individually using a personal login (their email) and a password selected individually in line with the 
security procedures applicable to hospital staff. This access is subject to an audit trail including the 
reading of data (60-day history for read-only access and the study duration for write access). 
 

Whenever the PI/project managers/CRA access the full set of statistical data constructed on an 
ongoing basis via the e-CRF, and the extraction function for statistical purposes on third-party 
software, they are required to undergo a double-authentication process that requires a code sent via 
text message. The PI/project managers/CRA have an increased awareness through their work in 
clinical research of the cautious use of such extractions and that such data should remain exclusively 
on the secure infrastructure of Hôpital Necker-Enfants malades. 
 
The technical team of the e-CRF provider may access the data for database administration purposes, 
in accordance with the security and audit policy of the Easy-CRF SAS e-health Services subcontractor.  
 

6.4. RIGHTS TO ACCESS THE DATA OF SUBJECTS AND SOURCE DOCUMENTS 
Access to data 
Acceptance to participate in the protocol implies that the persons conducting the research will make 
available the documents and individual data necessarily required for monitoring, carrying out quality 
controls and auditing the research to the persons required to have access to such documents in 
accordance with the legislative and regulatory provisions in force. 
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Source data 
All information appearing in the original documents or in authenticated copies of documents relating 
to clinical tests, observations or other activities carried out as part of the research and required for 
the reconstitution and evaluation of the research. Any documents in which source data are recorded 
are called ‘source documents’. 
The source document is the medical record of the patient. 
 

6.5. RETENTION OF DOCUMENTS AND DATA 
At the end of the research, they will be retained for 15 years.  
 

7. STATISTICAL ANALYSIS OF DATA 
7.1. SOFTWARE 

Statistical analyses will be carried out using STATA 13.1 software and conducted under the 
responsibility of the methodology cell. 
 

7.2. STATISTICAL ANALYSIS 
All tests will be bilateral with a 5% type I risk. Quantitative variables will be described by the mean 
and standard deviation for Gaussian distribution, or by the median and interquartile (i.e. 25th and 
75th percentiles) in other cases. Distribution normality will be checked on a graph using histograms 
and the Shapiro-Wilk test. Qualitative variables will be described by numbers and percentages of 
each modality. 
 
Analysis of primary objective 
The frequency of severe forms of COVID-19 will be calculated with a bilateral 95% confidence interval 
using as numerator the number of patients with a severe form of COVID-19 and, as denominator, the 
number of patients with a COVID-19 diagnosis confirmed by PCR, chest scan, serological assay or by 
suggestive clinical signs during the medical consultation. A severe form of COVID is considered as a 
case requiring hospitalisation in an intensive care unit, requiring resuscitation, or resulting in death. 
 
Analysis of secondary objectives 
SO1. The COVID-19 related death rate will be calculated with a bilateral 95% confidence interval by 
considering, as a numerator, the number of deaths on Day 30 and, as a denominator, the number of 
patients diagnosed with COVID-19 confirmed by PCR, chest scan, serological assay or by suggestive 
clinical signs at the medical consultation. 
 
SO2. The study of predictive factors for severe forms of COVID-19 in patients with rare skin diseases, 
with a confirmed diagnosis of COVID-19, will be performed using bivariate logistic regression models. 
For quantitative candidate predictors, the log-linearity assumption of the logistic regression model 
will be checked using cubic spline functions, which model the non-linear effect. Factors associated 
with the severe form with a significance level of less than 0.20 in bivariate analyses will be included 
in a multivariate logistic regression model. The multivariate analysis will be carried out in accordance 
with the recommendations of Peduzzi et al. on the number of variables to be included in a 
multivariate model (10 events per variable where the events correspond to patients in the smallest 
group). The simplification of this model will be carried out using a descending step-by-step selection 
procedure at a 0.10 level of significance. Before this, the collinearity between the factors which are 
candidates for multivariate analysis will be examined by calculating the variance inflation factor (VIF), 
with an alert threshold set at 2.5. The discriminating power of the selected model will be estimated 
using the area under the ROC curve (with its 95% confidence interval); the calibration will be 
evaluated using the Hosmer and Lemeshow test. 
Missing data on the dependent variable and on the independent variables will be imputed by simple 
imputation, if the rate of missing data is less than 10%, and by multiple imputations (m=20 
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imputations) in other cases. The method called Multiple Imputation by Chained Equations (MICE), 
based on a Monte-Carlo Markov Chain algorithm will be used as an alternative procedure using all 
the variables included in the analyses (dependent variable and all the candidate predictors whether 
or not included in the multivariate analysis). Missing data at the level of quantitative variables will be 
imputed by the ‘predictive mean matching’ method and qualitative variables by logistic regression 
models (binomial, ordinal or multinomial depending on the number and order of the modalities). In 
the case of multiple imputation, Rubin's rules will be used to combine the estimates obtained in each 
set of imputed data. 
 

8. ETHICAL AND LEGAL ASPECTS  
8.1. QUALIFICATIONS OF PERSONS INVOLVED 

Research may only be performed when it is conducted under the following conditions: 
- under the management and surveillance of a physician having provided evidence of suitable 

experience; 
- under material and technical conditions appropriate to the research and compatible with the 

scientific rigour requirements and the safety of the persons involved in such research. 
 

8.2. PROCESSING OF PERSONAL DATA 
The data recorded during this research will be processed using a computer by e-Health Services SASU 
called “Easy-CRF SAS”, in compliance with European Regulation No. 2016/679 on the protection of 
individuals with regard to the processing of personal data and on the free movement of such data 
and repealing European Directive No. 95/46/EC of 24 October 1995 of the European Parliament and 
of the Council and Law No. 78-17, the “French Data Protection Act” of 6 January 1978 on data 
processing, files and civil liberties and Law No. 2018-493 of 20 June 2018 on the protection of 
personal data, amending Law No. 78-17 of 6 January 1978 and Law No. 2004-801 of 6 August 2004 
on the protection of individuals with regard to the processing of personal data. 
 
This research is part of the “Reference Methodology” (MR-004). Institut Imagine, has signed an 
undertaking to comply with this “Reference Methodology”. 
 
Data relating to this study will be archived for a minimum of 15 years from the end of the research or 
its early termination, without prejudicing the laws and regulations in force. 
 

9. APPENDICES 
 

- Appendix 1: Collection form  
- Appendix 2: Record form: Compliance with the reference methodology of the CNIL MR004 
- Appendix 3: Patient information leaflet  
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Appendix 1: Collection form 
 

 
HJ-20-COVID19_Rare 

Skin-CRF.pdf 
 

Appendix 2: Record form: Compliance with the reference methodology of the CNIL MR004 
 

 
HJ-20-COVID19_Rare  
Skin-INDS_AR_202006 
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Dear Sir or Madam, 
You are receiving this information leaflet because you or your child have a rare skin disease and have 
developed clinical signs compatible with COVID-19 infection and have been tested for SARS-CoV-2 
coronavirus (negative or positive), or have been in contact with a person with signs of coronavirus 
infection (whether confirmed or not by testing). The information and rights set out in this leaflet 
relate to you personally or relate to your child, as applicable. 
 

Unless you object, the data that are already available in your medical file, will be used for a European 
research project called: “COVID-19 and rare skin diseases, European observational study (data 
research) during an epidemic”. It is organised by the ERN-Skin network and the French network 
FIMARAD. Professor Christine Bodemer (Hôpital Necker-Enfants malades, Paris France) is the 
principal investigator. The Imagine institute is responsible for processing the health data. 
 

By taking part in this research, you will contribute to a better understanding of the frequency, 
severity factors and specific features of COVID-19 in patients with rare skin diseases. 
All collected data will be de-identified using a coding system that does not include your surname or 
first name. Only your expert physician will know your identity. For any question, do not hesitate to 
refer to your doctor. Your doctor is at your disposal to explain the research to you and answer any of 
your questions. 
 

If you do not want your medical data to be used for this research, just tell your doctor. Your decision 
will not affect the quality of care you may require in any way whatsoever. 
You are entitled at any time to object to the use of your medical data for this research, and will not 
be held responsible in any way or suffer any prejudice as a result of your withdrawal. We will simply 
ask you to inform the doctor who is monitoring you. You do not have to provide a reason for your 
decision. 
 

Easy-CRF SAS (a health data host) is the company responsible for collecting your personal data for 
this research. Professor Christine Bodemer (scientific study lead) will have access to all encoded 
patient data. 
Data will remain stored for two years in an active database. After this time, the data will be archived. 
The results of the research will be sent to the doctor who monitors you. Your personal data will 
never be identifiable when the results of the research are published. 
 

The processing of personal data required for the conduct of this study comes under the scope of a 
public interest remit entrusted to Hôpital Necker-Enfants malades and requires the processing of 
your personal data for scientific research purposes. 
Your personal data may also be used in other scientific research studies. The specific purposes of the 
research will be communicated by advertising and/or through the dedicated research website on the 
site of Hôpital Necker-Enfants malades, and on the websites of ERN-Skin and FIMARAD network. You 
have the right to object at any time to the processing of your personal data. If you so wish, the 
doctor monitoring you, will communicate you the overall results by mail or e-mail. The overall results 
will also be published on the ERN-Skin and FIMARAD websites. 
 

In accordance with the regulations you have the right to request access, and the right of rectification, 
erasure, or limitation of any of your personal data collected during the course of the research. You 
can also access directly or through a doctor of your choice all of this medical information. You have 
the right to object to the collection and transmission of your data covered by medical confidentiality. 

Information leaflet for patients and the legal representatives of patients taking 
part in the European observational study on “COVID-19 and rare skin” 
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If during the course of the research you no longer wish to participate, the data relating to you 
collected before your withdrawal will be used by the scientific research manager, unless you object. 
In this case, any such data will be destroyed, unless the deletion is likely to compromise the entire 
research project. These rights may be exercised through the doctor who is monitoring and who is 
aware of your identity. You can also contact Matthieu le Tourneur, the Data Protection Officer 
designated by Imagine Institute, by email (dpd@institutimagine.org) or by post (Délégué à la 
Protection des Données, Institut Imagine, 24 boulevard du Montparnasse, 75015 Paris). You also 
have the right to lodge a complaint with the CNIL - the French Data Protection Authority at: 
https://www.cnil.fr. 
 


