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Childhood asthma outcomes during the COVID-19 pandemic: Findings from the PeARL 

multi-national cohort 
Nikolaos G Papadopoulos , Alexander G Mathioudakis , Adnan Custovic , Antoine Deschildre , Wanda 

Phipatanakul , Gary Wong , Paraskevi Xepapadaki , Rola Abou-Taam , Ioana Agache , Jose A Castro-

Rodriguez , Zhimin Chen , Pierrick Cros , Jean-Christophe Dubus , Zeinab Awad El-Sayed , Rasha El-

Owaidy , Wojciech Feleszko , Vincenzo Fierro , Alessandro Fiocchi , Luis Garcia-Marcos , Anne 

Goh , Elham M Hossny , Yunuen R Huerta Villalobos , Tuomas Jartti , Pascal Le Roux , Julia Levina , Aida 

Ines Lopez Garcia , Angel Mazon Ramos , Mario Morais-Almeida , Clare Murray , Karthik Nagaraju , Major 

K Nagaraju , Elsy Maureen Navarrete Rodriguez , Leyla Namazova-Baranova , Antonio Nieto Garcia , Cesar 

Fireth Pozo Beltran , Thanaporn Ratchataswan , Daniela Rivero Yeverino , Erendira Rodriguez Zagal , Cyril 

E Schweitzer , Marleena Tulkki , Katarzyna Wasilczuk , Dan Xu , PeARL collaborators, on behalf of the 

PeARL Think Tank 
 

Background: The interplay between COVID-19 pandemic and asthma in children is still unclear. We evaluated the 

impact of COVID-19 pandemic on childhood asthma outcomes. Methods: The PeARL multinational cohort 

included 1,054 children with asthma and 505 non-asthmatic children aged between 4 and 18 years from 25 

pediatric departments, from 15 countries globally. We compared the frequency of acute respiratory and febrile 

presentations during the first wave of the COVID-19 pandemic between groups and with data available from the 

previous year. In children with asthma, we also compared current and historical disease control. Results: During 

the pandemic, children with asthma experienced fewer upper respiratory tract infections, episodes of pyrexia, 

emergency visits, hospital admissions, asthma attacks, and hospitalizations due to asthma, in comparison with the 

preceding year. Sixty-six percent of asthmatic children had improved asthma control while in 33% the 

improvement exceeded the minimal clinically important difference. Pre-bronchodilatation FEV1 and peak 

expiratory flow rate were improved during the pandemic. When compared to non-asthmatic controls, children with 

asthma were not at increased risk of LRTIs, episodes of pyrexia, emergency visits, or hospitalizations during the 

pandemic. However, an increased risk of URTIs emerged. Conclusion: Childhood asthma outcomes, including 

control, were improved during the first wave of the COVID-19 pandemic, probably because of reduced exposure to 

asthma triggers and increased treatment adherence. The decreased frequency of acute episodes does not support the 

notion that childhood asthma may be a risk factor for COVID-19. Furthermore, the potential for improving 

childhood asthma outcomes through environmental control becomes apparent. 
 

BMJ Open. 2021; 11(7): e048338. 
 

Management of asthma in childhood: study protocol of a systematic evidence update by the 

Paediatric Asthma in Real Life (PeARL) Think Tank 
Alexander G Mathioudakis, Michael Miligkos, Cristina Boccabella, Gioulinta S Alimani, Adnan Custovic,  A 

Deschildre,  Francine Monique Ducharme, Omer Kalayci,  Clare Murray,  Antonio Nieto Garcia, Wanda 

Phipatanakul, David Price, Aziz Sheikh, Ioana Octavia Agache, Leonard Bacharier, Apostolos Beloukas, 

Andrew Bentley, Matteo Bonini, Jose A Castro-Rodriguez, Giuseppe De Carlo, Timothy Craig, Zuzana 

Diamant, Wojciech Feleszko, Tim Felton, James E Gern, Jonathan Grigg, Gunilla Hedlin, Elham M 

Hossny, Despo Ierodiakonou, Tuomas Jartti, Alan Kaplan, Robert F Lemanske, Peter N Le Souef, Mika J 

Makela, Georgios A Mathioudakis, Paolo Matricardi, Marina Mitrogiorgou, Mario Morais-Almeida, Karthik 

Nagaraju, Effie Papageorgiou, Helena Pite, Paulo M C Pitrez, Petr Pohunek, Graham Roberts, Ioanna 

Tsiligianni, Stephen Turner, Susanne Vijverberg, Tonya A Winders, Gary WK Wong, Paraskevi 

Xepapadaki, Heather J Zar, and Nikolaos G Papadopoulos 
 

Introduction: Clinical recommendations for childhood asthma are often based on data extrapolated from studies 

conducted in adults, despite significant differences in mechanisms and response to treatments. The Paediatric 

Asthma in Real Life (PeARL) Think Tank aspires to develop recommendations based on the best available 

evidence from studies in children. An overview of systematic reviews (SRs) on paediatric asthma maintenance 
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management and an SR of treatments for acute asthma attacks in children, requiring an emergency presentation 

with/without hospital admission will be conducted. Methods and analysis: Standard methodology recommended by 

Cochrane will be followed. Maintenance pharmacotherapy of childhood asthma will be evaluated in an overview of 

SRs published after 2005 and including clinical trials or real-life studies. For evaluating pharmacotherapy of acute 

asthma attacks leading to an emergency presentation with/without hospital admission, we opted to conduct de novo 

synthesis in the absence of adequate up-to-date published SRs. For the SR of acute asthma pharmacotherapy, we 

will consider eligible SRs, clinical trials or real-life studies without time restrictions. Our evidence updates will be 

based on broad searches of PubMed/Medline and the Cochrane Library. We will use A MeaSurement Tool to 

Assess systematic Reviews, V.2, Cochrane risk of bias 2 and REal Life EVidence AssessmeNt Tool to evaluate the 

methodological quality of SRs, controlled clinical trials and real-life studies, respectively. Next, we will further 

assess interventions for acute severe asthma attacks with positive clinical results in meta-analyses. We will include 

both controlled clinical trials and observational studies and will assess their quality using the previously mentioned 

tools. We will employ random effect models for conducting meta-analyses, and Grading of Recommendations 

Assessment, Development and Evaluation methodology to assess certainty in the body of evidence. Ethics and 

dissemination: Ethics approval is not required for SRs. Our findings will be published in peer reviewed journals 

and will inform clinical recommendations being developed by the PeARL Think Tank. 
 

Pediatr Allergy Immunol. 2021; 32(5): 824-834. 
 

Skin eruptions in children: Drug hypersensitivity vs viral exanthema 
Sophia Tsabouri , Marina Atanaskovic-Markovic  
 

Childhood rashes or exanthemas are common and are usually relatively benign. There are many causes of rash in 

children, including mainly viruses, and less often bacterial toxins, drugs, allergens and other diseases. Viral 

exanthema often appears while children are taking a medication in the course of a viral infection; it can mimic drug 

exanthema and is perceived as a drug allergy in 10% of cases. In the vast majority of cases, the distinction between 

virus-induced and drug-induced skin eruption during the acute phase is not possible. The drugs most commonly 

implicated are beta-lactams (BL) and non-steroidal anti-inflammatory drugs (NSAIDs). Viruses, commonly 

Epstein-Barr virus (EBV), human herpesvirus 6 (HHV6) and cytomegalovirus (CMV), and the bacterium, 

Mycoplasma pneumoniae, may cause exanthema either from the infection itself (active or latent) or because of 

interaction with drugs that are taken simultaneously. Determination of the exact diagnosis requires a careful clinical 

history and thorough physical examination. Haematological and biochemical investigations and histology are not 

always helpful in differentiating between the two types of exanthema. Serological and polymerase chain reaction 

(PCR) assays can be helpful, although a concomitant acute infection does not exclude drug hypersensitivity. A drug 

provocation test (DPT) is although considered the gold standard for the diagnosis and is not preferred by the 

patients. Skin tests are not well tolerated, and in vitro tests, such as the basophil activation test and lymphocyte 

transformation, are of low sensitivity and specificity and their relevance is debatable. Based on current evidence, 

we propose a systematic clinical approach for timely differential diagnosis and management of rashes in children 

who present a cutaneous eruption while receiving a drug. 
 

Pediatr Allergy Immunol. 2021; 32(5): 1038–1047. 
 

Food allergy treatment value: Child caregiver and patient perspectives 
Moaz Abdelwadoud , Sanaz Eftekhari, Hannah Jaffee , Melanie Carver , T Joseph Mattingly 2nd 
 

Background: Food allergy is a major health problem that significantly impacts quality of life (QoL). There is 

growing focus to evaluate food allergy-related QoL and treatment options' value beyond the clinical effectiveness 

perspective by engaging patients and caregivers. We aimed to identify and prioritize outcomes important to food 

allergy parents of children and patients allergic to milk, egg, and/or peanut, to guide comparative effectiveness 

research (CER) that focuses on evaluating food allergy treatment decisions. Methods: We conducted a modified 3-

round Delphi study to identify and derive consensus on priority treatment outcomes for parents of children and 

adult patients with diagnosed allergies to at least one of three major allergenic foods (milk, egg, and peanut) from 

across the United States. Results: Round 1 yielded 44 statements for round 2, and 39 statements reached the 

agreement level for round 3 ranking. Statements were organized under 4 sections: 1) food allergy problems, 2) 

treatment experiences, 3) important treatment outcomes, and 4) value of different treatment options. 

Conclusion: Food allergy parents and patients face several social, psychological, medical, healthcare, financial, 

food selection, and awareness challenges. The areas of consensus on important treatment outcomes revealed shared 

priority for reducing the risk of potentially fatal allergic reactions and having reliable treatments. The most valued 

treatment options reflect hope for permanent cure and fear of serious allergic reactions. 
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