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Hemophagocytic lymphohistiocytosis (HLH) was first described
by Farquhar and Claireaux in 1952 in two siblings who both
succumbed to this devastating disease.” Hemophagocytic
lymphohistiocytosis is a condition with potentially devastating
consequences which is characterized by a greatly exaggerated
inflammatory immune response and a cytokine storm which is
activated by a genetic or acquired overactivation of the immune
response.? Whereas the primary form of HLH (pHLH) is due to
a genetic defect and is more common in children, secondary
HLH (sHLH) is being increasingly diagnosed in adults. Secondary
hemophagocytic lymphohistiocytosis is usually associated with
infections, malignancies or autoimmune diseases (sHLH in patients
with autoimmune conditions like SLE, still's disease, etc., is called
macrophage activation syndrome).> The infections most commonly
associated with sHLH are viral infections like EBV, CMV, HIV or
influenza. More and more cases of sHLH following tropical infections
are being reported however.*®

While sHLH following Dengue constitute a majority of the cases
of sHLH following tropical infections, instances of this dangerous
complication are being increasingly recognized in the other tropical
infections as well.

Suresh Selvam et al.® diagnosed sHLH in 28 of 150 patients
admitted to their hospital with scrub typhus. They observed that
the patients diagnosed with sHLH were much sicker on admission
and had a greater need for mechanical ventilation and vasopressors.
Serum Ferritin was the most reliable marker of HLH in this study. Of
the patients diagnosed with HLH 21.4% died as against 6.6% deaths
in those without HLH.

Suresh Selvam et al. used the HS score to diagnose HLH in their
patients. Traditionally, the HLH 2004 criteria were used to diagnose
HLH.”8 These criteria were never validated in adults and had some
other limitations. The HS score was devised to overcome these
limitations. Only 8 of the 28 patients diagnosed with HLH by the HS
score in this study met the HLH 2004 criteria. It must also be noted
that more than a third of the patients admitted with scrub typhus
would have qualified for the diagnosis of HLH if the traditional cut
off of 169 points on the HS score were used. A much higher cut-off
score of 200 was used in this study, despite the fact that a majority
of patients did not undergo a bone marrow examination (and thus
lost 35 potential points on the HS score). Though this might have
increased the specificity of the diagnosis, some of the cases in
which people truly had HLH were probably underdiagnosed. The
HS score (at least at the conventional cut-off) might not be very
specific for the diagnosis of HLH in tropical infections because
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several of the abnormalities overlap. In fact, none of the patients
included in the original study to validate the HS score suffered from
a tropical infection. Though a couple of studies have subsequently
validated the HS score in Adult critically ill patients, these studies
were in countries where tropical infections are rare.”'° The HS score
therefore needs to be validated in the setting of tropical infections,
and a cut-off value that is more appropriate for tropical illnesses
might need to be defined.

In any case, a clear definition of HLH is probably most relevant
in research settings. A clinician merely needs guidance on how to
identify those patients with a severe tropical infection who are likely
to benefit from immunomodulation. Only 10 of the 28 patients
(35%) diagnosed with HLH in this study received some form of
immunomodulatory therapy. 6 of the 28 patients died. The authors
haven’t mentioned whether the mortality rates were different in
those who received immunomodulation. Even if there was such a
difference in mortality, many of the patients with HLH survived after
receiving only antibiotics specific for scrub typhus. This is not entirely
surprising because the mostimportant step in the management of
infection related HLH is to treat the primary infection.

Immunomodulation should be considered in patients with
tropical infections, irrespective of their HS score, if they are rapidly
deteriorating and especially if associated with high fever, cytopenia
and very high ferritin levels. On the contrary, a high HS score or high
Ferritin levels should not be an indication forimmunomodulatory
therapy in patients who are responding to infection specific therapy,
irrespective of their HS score.*"'
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