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Does immunoglobulin therapy have a role
in treating Dengue virus infection with
induced systemic capillary leak syndrome?
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Dear Editor,

The report of severe cardiovascular changes in the
eight children with secondary dengue infection and
dengue shock syndrome (DSS) by Kositseth et al. [1]
was consistent with systemic capillary leak syndrome
(SCLS). It is thought to be distinct from classical
dengue fever (DF). However, clinicians working in
endemic areas need to be aware that such textbook
presentations may not be applicable in this age when
extremes of climate and increase in air travel have
complicated the infection demographics in clinical
medicine. A report published in March 2012, showed
the high prevalence of SCLS among travelers, a third
of which were primary dengue cases and 85% also had
classical DF [2]. It is interesting to hypothesize that
patients co-infected with two serotypes of dengue virus
(DENV) may develop multiple organ failure and DSS,
but no specific reports on these complications are avail-
able from Asia (DENV-2/-3 and DENV-3/-4), or the
Americas (DENV-2/-3 and DENV-3/-4). Whether com-
plications from multiple organ failure and DSS was the
case in the recent epidemic of dengue virus related

deaths in children and adults from Eastern India during
the rainy season/autumn 2012 remains to be proven [3].

As with most infectious pathogens, homologous
DENV genetic recombination events have been widely
reported [4,5], but fortunately, there have not been any
reports of heterologous DENV-serotype recombina-
tion events. Such events would result in new chimeric
strains and the immunological hypothesis of antibody-
enhanced disease and multi-organ failure would be
the most likely explanation [6]. Does high-dose
intravenous immunoglobulin (hdIVIG) sourced from
the local donor population, rather than imported, offer a
viable treatment option in DENV-related SCLS? A pub-
lication from the European Registry of patients with
idiopathic SCLS showed improvement after treatment
with hdIVIG [7]. Treatment with hdIVIG certainly
remains a feasible option with viral-related autoimmune
manifestations such as Kawasaki disease, but will this
treatment prove effective against the dreaded thrombocy-
topenia and SCLS in DENV infection? [8,9] Only a
multi-center clinical trial can answer this question. In
the interim time, civic and health authorities must work
together with entomology and virology centers to pre-
vent unnecessary deaths from this vector-borne disease.
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