Substantial misdiagnosis of severe malaria in African children
The World Health Organization has estimated that approximately 2000 African children die each day as a result of severe falciparum malaria1, a depressing figure which has changed little since 2015.  This terrible death toll is a major justification for the substantial global investment in malaria control. Yet there is little research on severe malaria in humans. The pathobiology and clinical management of the lethal infection are seldom discussed in the interminable international meetings on malaria. The only significant change in policies in recent years has been the WHO’s contentious and unwarranted moratorium on pre-referral rectal artesunate2. 
[bookmark: _GoBack]In areas of higher malaria transmission (i.e. much of sub-Saharan Africa) malaria is ubiquitous. Finding malaria parasites in a blood smear, or a positive rapid diagnostic test (RDT), in a sick child does not mean that malaria is the cause of the illness. Yet severe malaria is the usual diagnosis in a hospitalised febrile African child with a positive blood smear or RDT.  Differentiating severe bacterial infections from severe malaria is difficult, and the two commonly coexist3. For this reason, it is recommended that all children with suspected severe malaria should receive both parenteral artesunate and parenteral antibiotics3. Yet this advice is often not followed, or the antibiotics are delayed until the child deteriorates-by which time it may be too late. If children do not receive effective antibiotics immediately, and they would do so if the malaria test were negative, then the positive malaria blood test becomes, perversely, a risk factor for dying from bacterial sepsis. The magnitude of the problem is illustrated by recent analyses of data from leading severe malaria research centres4,5. These provide strong evidence that about one third of African children diagnosed with severe malaria have another cause (probably bacterial infections) of their potentially lethal illness. Simple blood tests can help identify these misdiagnosed children (Table) but the clinical management implication is clear: all children with suspected severe malaria must receive immediately both parenteral artesunate and broad-spectrum antibiotics 3. In the community, where parenteral drug administration is not possible, rectal artesunate should be given as pre-referral treatment. Pre-referral rectal formulations of broad-spectrum antibiotics should be developed.
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	Measure
	Likely misdiagnosed severe malaria in African children*

	Parasite counts
	Lower

	Haemoglobin
	Higher

	White blood cell counts
	Higher

	Platelet counts
	Higher

	Plasma PfHRP2 levels
	Lower

	Malaria pigment containing neutrophils
	Less

	Positive blood cultures
	More

	Mortality
	Higher



Table

            *Compared with “true” severe malaria4,5.
