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To the Editor
The report of Martinson and Saulsbury (1) of a child with recurrent infections ascribed solely
to mannose-binding lectin (MBL) deficiency appropriately highlights the important protective
role of innate immunity against common childhood infections. However, the causative
association in this case remains speculative because the relationship between two common
events (respiratory infections and MBL insufficiency) may reflect chance alone. Evidence for
MBL deficiency predisposing to infections often is limited by methodologic discrepancies in
clinical studies. For example, there are no standard definitions of MBL “insufficiency” or
“deficiency”; different assays are used to test MBL such as genotyping, binding to mannan
and/or capacity to activate complement; MBL haplotypes are defined variably in terms of
structural and promoter variants. MBL does appear to be primarily protective between 5 and
18 months of age when passively-acquired maternal antibodies are depleted and adaptive
immunity is still immature (2); whereas in neonates, older children and adults (3–5), there is
no consensus that isolated MBL deficiency confers susceptibility to infections although it
appears to modify disease in patients with underlying disorders e.g. cystic fibrosis (6) or
coexisting immunodeficiency (2). Because there is redundancy in the immune system, MBL
deficiency is likely compensated by alternative defense mechanisms. However, a concurrent
immune impairment may “unmask” the expression of MBL deficiency resulting in synergistic
defects, a so-called “two-hit” model. It is intriguing that certain ethnic populations have a high
prevalence of MBL variant alleles associated with MBL insufficiency which suggests that
MBL polymorphisms have a selective advantage in certain milieux conceivably because some
intracellular pathogens hijack the process of MBL-mediated opsonophagocytosis to enter host
cells (7). Further meticulous research is needed to 1) define which MBL tests reliably predict
immunocompromised status, 2) identify coexisting (possibly subtle) immunodeficiencies, and
3) define the role for prophylactic antibiotics and exogenous MBL, if any.
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