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Kawasaki disease (KD) is an acute systemic inflamma-
tory disease of unclear aetiology, primarily diagnosed in
young children under the age of five. KD can affect
medium and small-sized arteries and the risk of definite
damage to the coronary vessels represents the main con-
cern. Presently, KD is the leading cause of acquired
heart disease during childhood in developed countries.'

Although the immunomodulatory treatment of
patients with intravenous immunoglobulin (IVIG) before
the 1oth day of fever has reduced the overall risk of coro-
nary aneurysms (CAA) from 25% to 5%, this therapeutic
strategy is insufficient to some patients for several rea-
sons. First, the propensity to develop coronary artery
lesions and non-coronary cardiac involvement (myocardi-
tis, valve involvement, pericardial effusion, aortic root
involvement, systemic arterial aneurysm) is different
from one patient to another, and the youngest (<1 year)
are most at risk (up to 48% and 22% respectively in chil-
dren under 6 months of age).’Second, IVIG does not
yield complete response and the 20% non-responders
have an increased risk of cardiac complications.

In a retrospective study including 363 consecutive
children with KD admitted to two tertiary hospitals in
France and Italy, Ouldali et al, have demonstrated that
the presence of fever 2 days post IVIG treatment was
significantly associated with CAA at week 6; a point
which should be considered for a more homogeneous
definition of IVIG-resistance within international rec-
ommendations.’>  Altogether, stratifying treatment
according to each patient’s individual risk may improve
long-term prognosis. Targeting risk factors is challeng-
ing when there is a lack of agreement for a definitive
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diagnosis and when the evolution of the disease is swift
requiring treatment in an emergency setting. Further-
more, the affected population and the disease course
and outcome are heterogeneous.

As the Japanese population is 20 to 35 times more
affected by KD than Caucasian peers,* the first developed
scores aimed to identify early on patients at risk of resis-
tance to IVIG treatment were developed in the former
group.’” ” Their good performance has been a pedestal for
building therapeutic trials for KD.® Unfortunately, these
scores are of little use in non-Asian populations, where
they lack sensitivity and specificity; i.e. sensitivity was 14 to
61% in the French Kawanet cohort.”

To fulfil this unmet need in routine practice and clin-
ical research, our team has developed the Kawanet score
using a French multicenter cohort of 425 patients from
which Asians were excluded for analyses. We identified
hepatomegaly, ALT level >30 IU/L, lymphocyte count
<2400/mm? and time to treatment <s days, as predic-
tors of secondary treatment after initial IVIG. The best
sensitivity (77%) and specificity (60%) of this model
were obtained with 1 point per variable and cut-off >2
points.? Ouldali et al, made a first attempt at reproduc-
ing the Kawanet score in an independent multi-ethnic
cohort including Asian children.’ The performance of
the Kawanet score was lower in their cohort compared
to the training cohort. As presence of coronary dilata-
tions and myocardial dysfunction were associated with
the risk of non-response to IVIG, it made sense to com-
bine them in a scoring system. Therefore, they imple-
mented cardiac ultrasound data (presence of either
coronary artery maximal Z-score >2.0, pericarditis,
myocarditis and/or ventricular dysfunction) into the
Kawanet score items. Consequently, they obtained an
overall sensitivity of 76% and a specificity of 54%, which
was higher than the Kawanet score in their cohort. In
multivariate analyses of Kawanet cohort, cardiac involve-
ment at initial ultrasound was also statistically associated
with unresponsiveness to IVIG. Since in many centres,
cardiac ultrasound cannot be obtained before the initia-
tion of treatment, our team proposed a score that can be
used in the absence of echocardiographic information.
However, when available, the inclusion of cardiac data
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seems to us perfectly justified as they are decisive for the
individual prognosis of patients.

Finding a predictive risk score for treatment resis-
tance and cardiac complications is imperative for the
non-Asian populations and is among the highest unmet
needs for KD."® The possibility of adding echocardio-
graphic parameters to it to improve its performance is
progress, but may be limited by its feasibility in an
emergency setting. The Kawanet score is a recently
developed tool that needs polishing for perfect complete
accuracy in clinical trials. For such, it is necessary to use
larger cohorts of patients and prospective evaluations.
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