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To the Editor:
We read with great interest the article by Singh et al. on the relationship between environmental factors and pityriasis rosea (PR),
and between PR and dengue virus (DENV) infection (1), which allows us to make some considerations.
In their retrospective study, the authors found temporal clusters of PR in the autumn and winter months, although not in all
the years analyzed and with a statistically significant but weak
correlation.
A higher prevalence of PR in cold seasons has been claimed (2,
3), but controversial opinions remain (4), mostly connected with
the occurrence of the disease in clusters (5). In our experience,
PR develops evenly distributed throughout the year (6). These differences may be due to the geographical areas where the various
studies are performed. Notably, Singh et al. (1) examined an environmental factor greatly overlooked in previous studies; namely,
the main total rainfall. They found that heavy rainfall is linked to a
decreased incidence of PR, suggesting that this happens because
the vector mosquitoes of dengue fever decreased their breeding
during the period of heavy rainfall. Furthermore, in their PR patients they found a positive correlation with the presence of NS1
antigen or antibody positivity against DENV in their serum. Therefore, they suggest that DENV may be one of the etiological factors for PR (1). In this regard, some remarks should be made. The
authors state that the average time between dengue fever and the
onset of PR was over 78 days, and they mentioned a pair of twins
developing PR 5 weeks after dengue fever. However, the incubation period truly seems too long to ascribe DENV an etiological
role in PR. In fact, exanthem in dengue fever (Herman’s rash) has
a maculopapular or macular confluent pattern developing over
the face, thorax, and flexor surfaces, with islands of skin spar-

ing that usually appear on the 3rd to 4th day of the fever and last
2 to 3 days. Fever typically abates with the cessation of viremia,
usually 3 to 7 days after the onset of symptoms. A second maculopapular exanthem, which lasts 1 to 5 days, may occur within 1 to
2 days after the fall of the fever (7, 8). Such a long incubation time
for PR makes a direct relationship unlikely for the DENV. Usually,
the virus causes a cutaneous eruption, very different from the PR
pattern after a short incubation period of a few days (7, 8). What
is most likely is that DENV decreases the host’s immunological
response, permitting human herpesvirus 6 (HHV-6) and/or HHV-7
endogenous reactivation. In fact, the association of effective inhibition of type I interferon production and signaling in infected
cells and effective modulation of infected cells such as monocytes,
macrophages, B cells, and dendritic cells by DENV can decrease
innate and adaptative immunity (8, 9). Regarding the possibility
of an autoimmune mechanism in PR pathogenesis, suggested by
the authors, this is unlikely. No specific autoantigens have ever
been identified in PR, whereas immunohistological evidence of
cellular immune response and an increased number of antigenpresenting cells in lesional skin have been well demonstrated
(9, 10). Data from studies on mediators in the sera of PR patients
showed high levels of interferon alpha and gamma, fractalkine,
and interleukin 22, in agreement with a cell-mediated immune
response against microbial pathogens (11–13). Indeed, several
studies have identified HHV-6 and HHV-7 systemic activation in
PR patients, HHV-6 and HHV-7 DNA and HHV-6 viral messenger
RNA expression by in situ hybridization, and HHV-6 and HHV-7
antigens in PR skin lesions (14, 15) converging fully with a productive viral infection and emphasizing the role of both viruses in the
pathogenesis of the disease. Finally, to date, everything suggests
a cell-mediated immune response against HHV-6 and/or HHV-7.
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