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Monocyte accumulation is an early event in
HAM/TSP pathogenesis, while monocyte activation
and IFN-regulated gene expression persist in
chronic HAM/TSP
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Tattermusch et al (2012) identified an IFN-inducible
gene signature in whole blood of HAM/TSP patients,
with a strong myeloid component, while abortive HTLV-
1 infection induces monocyte apoptosis (Sze et al. 2013).
We previously demonstrated that B cell CD80 expression
correlates to disease severity in HAM/TSP (Menezes et al
2014), whereas B cell CD86 is selectively up-regulated by
IFN-beta in both HAM/TSP and multiple sclerosis (MS).
In this study, we propose a cell type-and gene-specific,
rather than a generalized IFN response in HAM/TSP.
Using polychromatic flow cytometry, comprehensive
phenotyping of monocytes (CD14, CD64, CD80, CD86,
CD95/Fas, HLA-DR) was performed in a total of 53 indi-
viduals (HAM/TSP patients, asymptomatic HTLV-1-
infected and uninfected controls), and absolute and
relative monocyte counts were obtained from >600
HTLV-1-infected individuals with complete clinical fol-
low-up and proviral load. Ex vivo monocyte levels
increased in early HAM/TSP (p<0.01), independent of
proviral load, and were significantly correlated to age of
onset of HAM/TSP in both Brazilian and Peruvian
cohorts. On the other hand, monocyte activation mea-
sured by systemic soluble CD14 was significantly
increased in chronic (p<0.01) but not early HAM/TSP,
whereas CD95 and CD86 expression in monocytes corre-
lated negatively to disease progression. Interestingly,

membrane expression of CD14 is down-regulated and
CD95/CD86 up-regulated by IFN-beta in vitro (controls)
and in vivo (MS), suggesting IFN-regulated expression of
all three monocyte receptors in HAM/TSP. Transcrip-
tomic analysis of whole blood vs. purified monocytes/
B cells confirmed cell-specific expression of CD64/
CD80/CD86 ex vivo, whereas a selective decrease of
myeloid/monocyte-specific genes was observed upon in
vitro culture of HAM/TSP PBMCs, possibly due to
apoptosis of specific monocyte subsets. In conclusion,
an increase in soluble CD14, as well as monocyte-speci-
fic expression of CD64, CD95 and CD86 differentially
reflect disease progression in HAM/TSP, in addition to
B-cell specific CD80 expression, arguing for a complex
and compartmentalized IFN response.
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