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SCIENTIFIC LETTER

SARS-CoV-2 pandemic impact in L)
asthmatic exacerbations emergency
visits in Spain™

Impacto de la pandemia SARS-COV-2 en las
exacerbaciones asmaticas en urgencias
pediatricas en Espafia

Dear Editor,

Children with asthma were considered a risk group on the
advent of the SARS-CoV-2 pandemic’; after the initial alarm,
several studies in different countries evinced a decreased
incidence of exacerbations during the pandemic.?"“ Data on
this subject have not been published in Spain.

The Working Group on Respiratory Disease of the
Sociedad Espanola de Urgencias Pediatricas (Spanish Society
of Paediatric Emergency Medicine) proposed performing a
retrospective multicentre study. It consisted in analysing the
monthly visits to paediatric emergency departments (PEDs)
due to asthma exacerbations, defined as diagnostic code
J45.909 or J45.22 of International Classification of Diseases
10th Revision (ICD-10), the proportions of cases resulting in
admission to the ward and to the paediatric intensive care
unit (PICU) in the first 2 years of the pandemic, and the
association of exacerbations to the cumulative incidence of
infection by SARS-CoV-2 at 14 days and the different quar-
antine periods.

Eight hospitals agreed to participate in the study. The
analysis included a total of 1 096 624 visits to participat-
ing PEDs, with 50 337 care episodes for exacerbations, 6631
admissions to the ward and 498 admissions to the PICU. Vis-
its to the PED due to asthma exacerbations decreased by
more than half in the first year of the pandemic (47.72% of
the number of prepandemic visits) and grew back to a sim-
ilar frequency in the second year (91.82% of the number of
prepandemic visits). Although the total volume of PED visits
for any reason also decreased, the decrease in the volume of
visits due to exacerbations was greater. The percentage of
PED visits due to exacerbations decreased from 4.73% before
the pandemic to 4.09% in the first year of the pandemic
(4.85% in year 2). The monthly pattern of asthma exacer-
bations and their association with different waves of the

* Previous meeting: partial results of this study were presented as
a brief communication at the XXVI Meeting of the Sociedad Espanola
de Urgencias de Pediatria; August 16, 2022; Pamplona, Spain.

pandemic were very similar across participating hospitals
(Fig. 1).

The mean annual proportion of exacerbations leading to
admission did not increase significantly: 12.23% (standard
deviation [DS], 8.39%) before the pandemic; 14.00% (SD,
10.56%) in the first year of the pandemic and 13.73% (SD,
15.73%) in the second year. There was also no increase in
the proportion of PICU admission: 1.00% (SD, 0.51%) before
the pandemic; 0.95% (SD, 0.21%) in the first year and 1.07%
(SD, 0.64%) in the second year. The risk of hospital admission
and of PICU admission due to asthma exacerbation did not
increase with the SARS-CoV-2 pandemic either (OR 0.88 [CI,
0.79-1.24] and OR 0.97 [CI, 0.86-1.33], respectively).

When we assessed the association between exacerba-
tions (Fig. 2) and successive pandemic waves, we found a
decrease in their incidence in the first (March 2020), third
(November 2020) and fourth (January 2021) waves. During
the second wave, which took place during the step-down
of precautions in September 2020, there was a peak in
asthma exacerbations similar to the one observed before
the pandemic in every hospital except those located in
islands (Fig. 1). The fifth and sixth waves, which took place
after most restrictions had been lifted (August 2021; Jan-
uary 2022), were preceded by an increase in exacerbations
in children and a decrease that coincided with the peak of
SARS-CoV-2 cases. The decrease in exacerbations during the
first wave has been described extensively,’=> but the peak in
exacerbations that coincided with the second wave observed
in most hospitals in our case series, with the exception of
those in islands, does not seem to have occurred in other
countries.*?

The only meta-analysis in the literature® mentions as pos-
sible causes of the decrease in exacerbations during the
pandemic the reduced exposure to respiratory viruses, the
decrease in air pollution due to movement restrictions and
the decreased exposure to allergens due to the use of masks.
Some of these measures were analysed. Strict home confine-
ment and restrictions to movement had a protective effect
(OR, 0.27 [CI, 0.23—-0.79] and OR, 0.65 [CI, 0.42—0.83]).
The risk did not increase with the return to the classrooms
(OR, 0.97; CI, 0.54-1.27) or with lifting the requirement
to wear masks out of doors (OR 1.09; ClI, 0.76-1.44). Dif-
ferences between autonomous communities within Spain in
the rest of applied measures precluded an analysis of their
overall impact.

This is the first study on the impact of SARS-CoV-2 on visits
to PEDs due to asthma exacerbations, and it was conducted
in a large sample of patients managed in 8 hospitals in 6
autonomous communities. The main limitations are its ret-
rospective design, which does not allow the establishment
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Figure 1  Visits due to asthma exacerbation in each of the 3 seasons and in each hospital. Chart reflecting the number of visits
due to asthma exacerbation managed in the given month. The first chart presents the total visits due to asthma exacerbations to
all participating hospitals. Subsections 1 through 8 present the data broken down by hospital.
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Percentage of visits due to asthma exacerbations relative to the same month of the year before the pandemic. The bars

show the number of asthma exacerbations managed each season. The table reflects the percentage of the number of emergency
visits in the pandemic seasons compared to the prepandemic period. The grey line represents the trend in SARS-CoV-2 cases each
month. The shadings correspond to the different phases of the quarantine and isolation measures.

of causal relationships, the lack of a demographic analysis
and the fact that not every region in Spain was represented,
which limits the extrapolation of the findings and the conclu-
sions on the association of the factors.

In conclusion, SARS-CoV-2 does not seem to have
increased the frequency of exacerbations in children with
asthma or related hospital or PICU admissions. The isola-
tion measures introduced to control SARS-CoV-2 may have
decreased exacerbations in children. One year later, the fig-
ures were once again similar to those before the pandemic.
Some of the measures implemented during the pandemic
could be contemplated for prevention of asthma exacer-
bations in children, although further research is required
to determine the specific benefits of each of the measures
while taking into account their psychosocial impact.
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Disease of the Sociedad Espafola de Urgencias
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Impact of molecular biology in »
children with ALK+ inflammatory
myofibroblastic tumour. A reflexion

from a case report

Impacto de la biologia molecular en nifios con
tumor miofibroblastico inflamatorio ALK+.
Reflexiones a partir de un caso clinico

Dear Editor:

Inflammatory myofibroblastic tumour (IMT) is a rare soft
tissue tumour in paediatrics. Its histological diagnosis
is arduous. Approximately half of all IMTs have posi-
tive immunohistochemistry for ALK (anaplastic lymphoma
kinase). The prognosis is usually favourable, although the
World Health Organisation gives it an intermediate prognosis
(7% risk of dissemination and 15% of recurrence).” Surgical
resection has classically been the only treatment option,
with little documented efficacy of traditional chemother-
apeutic or radiotherapy approaches. For this reason, the
emergence of targeted therapy with ALK inhibitors, such as
crizotinib, seems promising.'-> However, the optimal dura-
tion of treatment is not well established, and treatment is
generally prolonged if the patient maintains response and
has significant adverse effects. In fact, it lasts approximately
2 years on average, which is an issue the scientific com-
munity should reconsider, given its side effects (vomiting,
diarrhoea, neutropaenia, vision disorders, neuropathy), its
high cost and the possible emergence of resistance.

We present the case of a 6-year-old girl who presented
with a 2-month history of abdominal pain, fatigue, pyrexia,
and weight loss. A magnetic resonance imaging (MRI) scan

found a mass. It was located on the right side, within
the small bowel mesentery, measured 6 x 4 x 6cm, with
homogeneous signal and restricted diffusion, as well as
enhancement after gadolinium. It seemed to impair venous
drainage from the caecum and terminal ileum, as there
were dilated blood vessels surrounding the caecum and hep-
atic flexure. No lymphadenopathy or other abnormalities
were seen. The morphological features were those of a low-
grade spindle cell tumour. The immunostaining was positive
for SMA, CD117 (cytoplasmic), ALK (cytoplasmic), desmin
(patchy), MNF116 (patchy) and vimentin. The expression of
INI-1 was preserved.

The findings were suggestive of an IMT

Surgery, usually the preferred treatment for localised IMT,
could potentially result in short-gut syndrome, making the
patient dependent on lifelong parenteral nutrition; there-
fore, further treatment options were explored. Given the
promising results of targeted therapy compared to classic
chemotherapy regimens, crizotinib (200 mg daily) was initi-
ated while awaiting the results of molecular studies.

The patient reported progressive improvement of symp-
toms. Magnetic resonance and positron-emission tomogra-
phy (PET-CT) scans revealed a small residual lesion at 1
month of treatment and complete resolution of disease at 4
months (Fig. 1).

After 5 months of treatment, the caregivers reported an
abnormal running pattern, and the patient started to expe-
rience intermittent, unilateral and localised leg pain. An MRI
of the abdomen and pelvis was performed, with no evidence
of tumour recurrence but with abnormal signal intensity in
the upper femora. Blood tests ruled out inflammation and
infection. Neuropathy had been previously described as a
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