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W e read with great interest the
article by Lin et al. (1), who
performed a cohort study and

concluded that Ad36 seropositivity was
associated with greater adiposity and
less deterioration of glycemic control.
They reported that seropositive individuals
had a higher percentage of body fat coupled
with lower fasting insulin levels. Their re-
sults are considered important because of
the long follow-up period of the study, and
the findings help us gain a better under-
standing of whether this virus plays a role
in the etiology of human obesity and met-
abolic diseases.

However, their data do not correspond
with the results of our latest meta-analysis
(2). We performed a meta-analysis of

10 observational studies (n = 2,870)
from around the world, which demon-
strated that Ad36 infection in humans
was associated with the risk of obesity
and weight gain (an estimated BMI in-
crease of 3.19 kg/m2). However, we
found no significant association for blood
glucose, total cholesterol, triglycerides,
HDL, waist circumstance, and systolic
blood pressure.

Ideally, these results should be con-
firmed in prospective clinical trials, but
ethical considerations preclude experi-
mental infection of humans with candi-
date viruses to unequivocally define their
contribution to obesity and metabolic
diseases. Accordingly, we cannot exclude
the possibility that the association of Ad36
with obesity results from greater suscepti-
bility of obese individuals to infection
compared with nonobese individuals (3).

Moreover, we should consider the
clinical significance of their findings.
Although Lin et al. concluded that Ad36
seropositivity increases adiposity and at-
tenuates the deterioration of glycemic
control, most of their analyses were not
statistically significant, and the differences
in BMI and fasting glucose between the
groups were subtle.

Next, the biological mechanism of the
relation between Ad36 and obesity or
glycemic control is unclear. Ad36 infec-
tion is typically cleared after formation of
neutralizing antibodies, so Ad36 sero-
positivity only indicates past exposure,
and the virus does not insert its genome
into human DNA (unlike retroviruses,
etc.).

In our opinion, Ad36 infection might
be associated with obesity, but it seems
too early to discuss the clinical implica-
tions or the development of new ap-
proaches for prevention and treatment.
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