
Editorial
New Clinical Insights Into Pediatric DRESS to Tailor
Future Care?
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Severe cutaneous adverse reactions (SCAR), a group of pre-
sumed T-cellemediated conditions, are associated with signifi-
cant morbidity and mortality.1 There has been increased interest
in understanding the epidemiology and immunopathogenesis of
these conditions, in particular drug reaction with eosinophilia
and systemic symptoms (DRESS), to improve applied
diagnostics and treatments .2-5 Bedouelle et al6 present a modern
examination of DRESS in a pediatric cohort (n ¼ 49) from 15
French university hospitals. Although limited by the retrospec-
tive data and single region, unfortunately inherent to many
studies of rare T-cellemediated hypersensitivities such as
DRESS, the authors provide a unique examination of the disease
process in children. The authors highlight the high degree of
morbidity (ie, internal organ involvement) yet almost absent
mortality, with antibiotics the primary implicated drugs, similar
to that seen in adult populations.7 Further similarities to the
adult literature and clinical practice were noted, including pri-
mary use of steroids as a therapeutic intervention and high rate of
disease relapse. The shorter latency period is also informative in
shifting opinion that DRESS can occur earlier than the
frequently quoted 14-day latency period.8 The work by Bed-
ouelle et al takes a significant step forward in describing the
pediatric phenotypic characteristics of DRESS that help the
broader drug hypersensitivity community in pursuing research
into disease pathogenesis, diagnostics, and treatments.

In regard to pathogenesis, Bedouelle et al demonstrate
potential herpesvirus 6 (HHV-6) reactivation in 22% of children
in this study, an often investigated mediator in DRESS patho-
genesis and diagnosis, reflected by its status in the revised J-
SCAR criteria.9 The role of HHV-6 reactivation in DRESS
pathogenesis, outcomes, and sequelae remains ill defined. Several
studies illustrate that viremia generally occurs in a greater amount
2 weeks after symptom onset,10 encouraging the debate of cause
or effect in DRESS. It has been demonstrated that HHV-6
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positivity is associated with greater severity and longer hospital-
izations in the pediatric population.11 Furthermore, although
reaction of other herpesviruses is also noted (eg, cytomegalo-
virus), as in the case series by Bedouelle et al, the need for
directed antiviral treatments remains unknown. Defining the role
of viral pathogens in DRESS, and the role of targeted herpesvirus
therapies, will be a paradigm shift in care.

One of the known limitations of SCAR research is identifica-
tion of the causal drug, with the absence of a gold-standard
diagnostic test and inability to undertake direct drug provoca-
tion noted. In the study by Bedouelle et al, allergy assessment was
performed in 53% of children, ex vivo testing in the form of the
lymphocyte transformation test performed in 2 patients. Recent
publications have highlighted the emerging role of ex vivo di-
agnostics;12,13 however, the pediatric populations are generally
underrepresented in these cohorts. From the adult literature,
younger age was associated with a positive ex vivo result, with
potential favorable implications for ex vivo diagnostics in pediat-
rics. For the most part, oral provocation tests are contraindicated
in DRESS because of the risk of recurrence,14 which did occur in
1 patient in this study. Obverting these scenarios in the future
might be via the combination of in vitro and ex vivo testing,13

before rechallenge. Patch testing (PT) has a sensitivity of 32%
to 80% in DRESS,15 noting that a negative PT result does not
exclude drug causality. Intradermal testing (IDT) is more difficult
to employ in a pediatric population and is generally recommended
6 months after acute reactions;4 however, it has been performed
earlier in some centers. It is important to note that the range for
testing was 2 to 39 months after discharge in this study; hence use
of IDT before the 6-month timeframe does challenge historical
recommendations of testing time points.

In regard to treatment, corticosteroids have historically been
considered the mainstay of care, with intravenous immunoglob-
ulin (IVIG) being used in severe cases. However, the use of IVIG
is controversial. Although some studies have shown that IVIG in
combination with corticosteroids has been used successfully in
pediatric patients with severe DRESS, another case series of 6
adults who only received IVIG at the beginning of their treatment
and not corticosteroids had a high rate of severe adverse effects.16

This may suggest that the timing of IVIG administration is
crucial, as some hypothesize that severe liver damage and defective
regulatory T-cell during the early phase contribute to autoanti-
body production.17 IVIG administration during this time can
accelerate the rapid recovery of B cells resulting in subsequent
expansions of more autoantibodies, possibly explaining why IVIG
given during the acute phase may have more adverse effects.18

Furthermore, the early use of corticosteroid therapy during the
acute phase may prevent the development of these autoanti-
bodies,17 and hence the consensus of using the combination of
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corticosteroids and IVIG together in severe cases. Although this
paper explores the use of therapies in DRESS, the heterogeneity of
therapies and unknowns regarding choice of treatment remains in
both adult and pediatric populations.

Prospective cohort studies, international registries, and ran-
domized controlled trials, including both adult and pediatric
DRESS patients, are urgently required to address an illness that,
as underlined by Bedoulle et al, continues to have significant
morbidity, and potential identifiable targets for disease modifi-
cation. Although we recognize that many unknowns exist in
DRESS, similarities between the adult and pediatric experience
are noted. Future translational research needs to address DRESS
across the age spectrum and use clinical observations such as
those presented in the discussed manuscript to tailor translational
research that potentially advances adult and pediatric drug
hypersensitivity care simultaneously.
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