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b TR E MR > A A TR (HTLV-1) 13, BEEHE ORI 5% IR T MR F s (ATL) %, %9 1%
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JERAI IR D V. AR ERICE EE DERIE . GVIDEROFT LA BT DIEFNH Y . HBED
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SERBRLFEENPBZDD0] EVSTERFEOKIZHIO TER T bDOTHY | MRE D X7 HEIEOHR A
52 - B TH D,

(F30)

Human T-cell leukemia virus type-1 (HTLV-1) causes adult T-cell leukemia/lymphoma (ATL) and HT
LV-1-associated myelopathy/tropical spastic paraparesis (HAM/TSP) after long incubation periods. Since
there are no disease-specific differences in the virus strains between ATL and HAM/TSP, host factors
are supposed to be involved in the disease mechanisms. However, clear host factor segregating ATL
and HAM/TSP has not been found. Based on our previous findings on regulation of HTLV-1 expressi
on by innate immune response, we hypothesize that host innate response might also be involved in th
e disease mechanisms in HTLV-1-infection. In the present study, we aim to investigate the role of hos
t innate immunity on HTLV-1-mediated lymphoproliferation and inflammation in collaboration of basic

and clinical investigators.

In this project, Kannagi, et. al. (Tokyo Medical and Dental Univ) elucidated the mechanism constitutiv
e activation of NFkB, the critical transcription factor both for leukemogenesis and inflammation, in HT
LV-1-infected cells. Although HTLV-1 Tax strongly activates NFkB, ATL cells without Tax expression
also exhibit NFkB activation, the reason of which has been unknown. Kannagi, et. al. found that AT
L cells constitutively express antisense RNA of HTLV-1 proviruses, which activates the host interferon
stimulated gene product PKR, leading to constitutive NFkB activation (Leukemia, 2015). Yamaoka, et.
al. foundthat A20, previously known as a negative feedback regulator of NFkB is upregulated in AT
L cells and contributes to cell proliferation by inhibiting apoptosis (Leukemia, 2016). Sato, et. al. foun
d the potential inflammatory indicators in CSF of HAM/TSP patients. Choi, et. al. detected Tax-speci
fic CTLs in ATL patients after hematopoietic stem cell transplantation. Maeda, et al. analyzed mechani
sms of therapeutic and side effects of ATRA and Mogamulizumab. The therapeutic effects of various

therapies could be related to innate as well as acquired immunity.

Our findings elucidated the long-unknown mechanism how HTLV-1 constitutively activates NFkB in H
TLV-1-infected cells. It provided the first evidence that the host innate immunity, which is supposed t
o defend hosts against pathogens, potentially contribute to pathogenesis in persistent HTLV-1 infection.
Many parts of the mechanisms of HTLV-1-mediated cell proliferation and inflammatory cytokine prod
uction, which have been explained by the functions of viral proteins might be related to innate immun
ity. Supporting this notion, Kannagi, et. al. further found that the IL-10-mediated signaling pathway m
ay differ between HTLV-1-infected cells derived from ATL and HAM/TSP patients (manuscript submit
ted).
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