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To the Editor: We were intrigued by Hernandez et 
al.’s recent important study linking persistent sub-

jective symptoms after Lyme neuroborreliosis in Eu-
rope with increased interferon (IFN) α levels in blood 
(1). Their findings align with our earlier study in the 
United States, which showed an association between 
persistent objective neurocognitive deficits, despite an-
tibiotic treatment for Lyme disease, and elevated blood 
IFN-α activity (2). In our study, we decided to evaluate 
the potential role of IFN-α in this particular group of 
patients with posttreatment Lyme disease symptoms 
(PTLDS), based on the extensive animal and human 
data that connect IFN-α with adverse cognitive, neuro-
psychiatric, and behavioral manifestations.

A noteworthy difference between the 2 studies is 
the method of IFN-α detection. Hernandez et al. (1) 
relied on a bead-based immunoassay to directly mea-
sure IFN-α levels, whereas we used a functional cell-
based assay and quantitative real-time PCR to assess 
IFN-α activity (2,3). Direct quantitation of IFN-α can 
be challenging, as highlighted by the fact that concen-
trations for some study participants in the Hernan-
dez et al. article appeared to fall below the limit of 
quantitation, thus complicating the analysis and in-
terpretation of the data. However, newer ultrasensi-
tive assays recently made available might be useful 
in detecting even very low concentrations of IFN-α in 
controls and in patients with PTLDS (4).

The observations linking PTLDS with increased 
IFN-α strengthen the growing evidence for the in-
volvement of innate and adaptive immune-mediated 

  pathways in post-Lyme disease sequela. Future 
studies can use newer ultrasensitive assays for IFN-α 
detection and be extended to include a more diverse 
population of persons with PTLDS, including those 
without a history of neuroborreliosis and those with-
out cognitive dysfunction (5). The findings might 
have important implications for establishing bio-
markers and even for potentially finding effective 
therapies for PTLDS, with possible relevance to other 
post-infection conditions.
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