
Editorial

Yellow Nail Syndrome:
A Mystery, Partially Solved

Stanley G. Rockson MD

F irst described in 1964,1 yellow nail syndrome is a
clinical presentation that continues to elude clinicians

and lymphatic investigators. The condition has a perplexing
relationship to respiratory disease2 and is a cause of both
morbidity and accelerated mortality.3 The genetic substrate
of this condition, at times familial5 or congenital,5 remains
unresolved. Of interest to the readers of Lymphatic Research
and Biology is the fact that yellow nail syndrome has an
unquestioned relationship to the presentation of primary
lymphedema, yet the question remains: Is lymphatic dys-
function responsible for all of the seemingly disparate com-
ponents of the clinical presentation of this syndrome?

In the current issue of the journal, Cousins et al. have
addressed this question in a case-control investigation of
yellow nail syndrome. The investigators performed four-limb
qualitative and quantitative lymphoscintigraphy in affected
individuals and in healthy, age-matched controls. The results
suggest that yellow nail syndrome is, indeed, associated with
a generalized lymphatic phenotype: The presence of the
syndrome correlates with both upper and lower limb lym-
phatic dysfunction confirmed by this imaging modality.
Furthermore, quantitative analysis of tracer uptake confirms a
significant reduction in the affected individuals.

Taken together, these findings strongly support the lym-
phatic substrate of this perplexing clinical presentation. The
next mystery to solve is the nature of the lymphatic abnor-
mality and its relationship to the extra-lymphatic manifesta-
tions of yellow nail syndrome.
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