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Respiratory viruses such as parainfluenza virus
(PIV) in individuals with
predispositions in early life are associated with the

certain  genetic
induction of wheezing, which can progress to the
development of asthma. It has been suggested that
aberrant production of various cytokines due to
viral infection are associated with virus-induced
asthma. However, the mechanisms of how
respiratory viruses induce and exacerbate asthma
have yet to be clarified. To examine cytokine
responses to PIV infection, we assessed 27 cytokine
levels released from PIV-infected human fetal lung
fibroblasts. In addition, we examined relationships
between these cytokine responses and signaling
pathways (IxkB kinase and p38 MAPK) in
PIV-infected cells. At 24 h after infection,
PIV-infected cells significantly released a number
of cytokines, namely, proinflammatory cytokines
[interleukins (IL)-1B, IL-6, and tumor necrosis
factor-o], anti-inflammatory cytokine (IL-1ra), Thl
cytokines (interferon-y, and IL-2), Th2 cytokines
(IL-4, IL-5, and IL-10), granulopoiesis-inducing
cytokines (granulocyte colony-stimulating factor
and granulocyte—-macrophage colony-stimulating
factor), neutrophil recruitment-inducing cytokines
(IL-8 and interferon-inducible protein-10), and
eosinophil recruitment-inducing cytokines (eotaxin
and regulated on activation normal T-cell expressed
and  secreted). PIV infection  enhanced
phosphorylation of both 1kB and p38 MAPK, but
not Akt, in the cells. Signaling pathway inhibitors,
BMS-345541 (a specific kB kinase inhibitor) and
SB203580 (a specific p38 MAPK inhibitor),
significantly suppressed release of these cytokines
from PIV-infected cells. The results indicate that

PIV infection induces aberrant production and
release of various cytokines through 1xB kinase and
p38 MAPK pathways in human lung fibroblasts.
Overproduction and imbalance of these cytokines
partially  associated with  the
pathophysiology of virus-induced asthma.
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Fine particles were collected at a suburban site in
the inland Kanto plain, Japan, in the spring and
winter of 2007, and the summer of 2008. Organic
carbon (OC), water-soluble organic carbon
(WSOC), elemental carbon (EC), inorganic ions,
and water-soluble organic compounds (dicarboxylic
acids and levoglucosan) were analyzed. The
WSOC/OC ratio was the highest in summer,
followed by in spring, suggesting that organic
aerosols were influenced by aging. The
concentrations of total diacids (C2—C9) in spring
and summer were higher than in winter. In each
season, WSOC showed a strong positive correlation
with the total diacids. Levoglucosan, which is
recognized as a biomass burning tracer, was
observed in a considerably higher concentration in
winter than in spring or summer. In winter, WSOC
also showed a strong positive correlation with
levoglucosan. These results indicate that secondary
formation is important as a source of WSOC and
OC especially in the warm seasons, although
emissions from biomass burning also contribute to
WSOC in winter. By using the combination of
source profile for biomass burning emission and EC
tracer method, OC derived from biomass
combustion in winter was calculated to be 47% of
OC and OC derived from secondary formation in
summer was calculated to be 75% of OC.
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Saffold cardiovirus (SAFV) might be a causative
agent of acute respiratory infection. A previous
report has suggested that SAFVs are ubiquitous
human viruses with a global prevalence, and
therefore SAFV might be the cause in samples with
enterovirus-like CPEs. The growth characteristics
of our strains are similar to those seen previously in
other slow-growing SAFV, and the HEp-2 cell line
was found to be an effective line to further research
into SAFV,
epidemiology and etiology, although blind passages

including clarification of the
might be necessary to isolate the virus. More
detailed analysis, including serological surveys of
SAFV is needed to examine its exact role in human
diseases.
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Noonan syndrome (NS) is a multiple congenital
abnormality syndrome with a prevalence of around
1 in 15,000. NS can be complicated by various
hematologic derangements, including juvenile
myelomonocytic leukemia (JIMML). IMML itself is
responsible for approximately 2%of juvenile
leukemia cases and the outcome is extremely poor.
JMML with NS

showspontaneous remission, a smallnumberof cases

Although most cases of

can be refractory and lethal, and their mechanisms
are as yet poorly understood. It is suggested that

overproduction  of  cytokines/chemokines is

associated with transient myeloproliferative
Down's syndrome. Thus, the
overproduction of these immunologic responders
might be linked to the pathophysiology of other

leukemias such as IMML. Here, we report a case of

disorder of

JMML in a nonsurviving patient with NS showing
sustained overproduction of various cytokines and
chemokines. We found that most types of
proinflammatory cytokines and some chemokines
were significantly elevated in the serum of a
nonsurviving infant diagnosed as having JMML
with NS. Such elevations might be associated with
exacerbation of JMML with NS. Thus, the
pathophysiology of JMML with NS may be
partially
imbalance  of

explained by overproduction and

proinflammatory  cytokines,
chemokines, and anti-inflammatory cytokines. Our
results, while only from one case, tentatively
suggest that sustained overproduction of various
cytokines/chemokines may be linked with the
pathophysiology of refractory JMML with NS
Additional studies involving larger numbers of

patients are warranted.

Shiihara T, Miyashita M, Yoshizumi M,
Watanabe M, Yamada Y, Kato M. Peripheral
lymphocyte subset and serum cytokine profiles
of patients with West syndrome. Brain Dev.
2010; 32: 695-702.

Objective: To clarify the immune pathophysiology
of West syndrome (WS).

Study design: We measured peripheral blood
lymphocyte subset and serum cytokine profiles in
76 WS patients and 26 age-matched controls.
Adrenocorticotropic hormone (ACTH) is one of the
most effective therapy for WS and presumably
immune-modulating; therefore, we compared the
measured parameters between before ACTH
(pre-ACTH) WS patients and controls, between
cryptogenic and symptomatic WS patients before
ACTH (pre-ACTH), and between before
(pre-ACTH) and after (post-ACTH) ACTH WS
patients. The post-ACTH group included those who
received the last ACTH dose within 1 month of



sampling.

Results: CD3+ CD25+, CD19+, and CD19+
CD95+ cells were found to be significantly lower in
the pre-ACTH group than in the controls.
Interleukin (IL)-1 receptor antagonist (RA), 5, 6,
and 15; eotaxin; basic fibroblast growth factor
(bFGF); and interferon c-inducible protein (1P)-10
levels were higher in pre-ACTH group than in the
controls. No significant differences were found
pre-ACTH
symptomatic groups. CD4+ cells, CD3+ cells,
CD4+/8+ ratio, IL-1b,
inflammatory protein (MIP)-1b were significantly
higher in pre-ACTH group than in the post-ACTH
group.

Conclusions: Our study revealed immunological

between the cryptogenic  and

IL-12, and macrophage

alterations in WS patients, and these responses
were modified by ACTH therapy. Further study is
needed to elucidate whether or how the immune
involved in the

system  alteration is

pathophysiology of WS.
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We performed the genotyping and phylogenetic
analysis of respiratory syncytial virus (RSV)
isolated from 17 infants with bronchiolitis in
Kanagawa Prefecture, Japan in 2005 and 2006. The
major genes in these samples (attachment [G]
glycoprotein gene, fusion [F] protein gene, and
nucleoprotein [N] gene) were sequenced and
analyzed genetically. Phylogenetic analysis of these
genes revealed that 7 and 10 strains could be
classified into subgroups A and B, respectively.
Phylogenetic analysis of the G gene revealed that

the subgroup A and B strains were unique

genotypes GA2 and BA, respectively. Moreover,
the amino acid sequences for these genotypes
suggested arelatively high frequency of amino acid
substitutions in the G and F proteins in these strains,
whereas the N protein was highly homologous.
These results suggest that RSV genotypes GA2 and
BA may be associated with bronchiolitis in the
cases studied here.
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Although a causal relationship still needs to be
demonstrated by including a control group of
the detection of SAFV in
respiratory tract specimens from patients with ARI

healthy persons,

suggests that this virus might be associated with
respiratory illness. Since this study used samples
from ARI patients who tested negative only for
other respiratory viruses and who were not tested
for any further viruses, dual infection cannot be
excluded.
possibility that SAFV is present asymptomatically

In addition, we cannot exclude the

in humans, because samples from healthy persons
were not tested. Based on these facts and our
results, SAFV could be relevant to acute respiratory
infection across all seasons in Japan. However, a
more detailed analysis, including a serological
survey, is warranted to examine the exact role of
SAFV in human disease.
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Various pesticides are considered hazardous to



human health. Of particular concern are potential
problems of neurotoxicity associated with their use.
Cellular toxicity may manifest as a variety of
biological events, such as carcinogenesis
(mutagenesis) and/or cell death. Recent reports
indicate that signaling pathways regulate these
cellular events. Thus, the toxicity of pesticides in
cells may involve modulation of signaling pathways.
In this review, we mainly focus on relationships
between cellular events and signaling pathways in
various pesticide-affected neural cells. Our data and
those of related studies suggest that these pesticides
affect both the viability and various signaling

pathways of neural cells.
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and RS virus-induced acute exacerbation of
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little
eosinophil activation and cytokine response in

Because information is available on
virus-induced wheezing, we attempted to detect
respiratory viruses and measure eosinophil cationic
(ECP), and 27 types of

cytokines/chemokines in both serum and nasal

protein

secretions from children with wheezing. This study
was an observational, case—control investigation of
267 subjects, who were visited and/or hospitalized
with acute respiratory symptoms (with wheezing:
men, 115; women, 59; mean/median age, 3.6/3.0
years) or who were visited for regular physical
treatment  (non-symptomatic
wheezing: men, 48; women, 31; mean/median,

examination and

5.0/4.7 years), and 14 control subjects (controls:
men, 9; women, 5; mean/median, 3.6/3.7 years).
We detected viruses in nasal secretions from 174
patients with acute exacerbations of wheezing using
antigen detection kits or reverse
transcription-polymerase chain reaction, followed
by direct DNA sequencing analysis. We measured
peripheral serum

eosinophil  counts, and

ECP and 27
cytokines/chemokines using a multiplex bead-based
assay in patients with wheezing or nonsymptomatic
wheezing. We also examined nasal ECP and 27
cytokines/chemokines in patients with wheezing.

concentrations of

Of 174 samples from wheezing exacerbations,
rhinovirus was detected in 59; respiratory syncytial
(RS) virus in 44; enterovirus in 17; other viruses in
19; and no viruses in 35. Serum concentrations of

ECP, IL-5, IL-6, IL-1ra, and IP-10 were
significantly elevated in  rhinovirus-induced
wheezing compared with  non-symptomatic

wheezing. Similarly, serum ECP, IL-5, and IP-10
were significantly higher in rhinovirus-induced
wheezing than in controls. On the other hand,
IL-1ra and IP-10, but not ECP and IL-5 were
significantly higher in RS virus-induced wheezing
than in controls. Furthermore, only IL-5 was
significantly elevated in the rhinovirus group
compared with the RS virus group in both serum
and nasal secretions. Different cytokine profile and
involved in

eosinophil activation might be

rhinoviruss- and RS  virus-induced acute
exacerbation of childhood wheezing.
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Detection of various respiratory viruses in

and Hirokazu Kimura.
patients with influenza-like illness before and
after emergence of the 2009 pandemic HIN1
influenza virus in Okinawa. Jpn J Infect Dis.
2011, 64: 87-9.

Based on our result, it is suggested that the
endemia of the AH1 pdm rode together other
non-influenza viruses. However, non-influenza
viruses were detected through the seasons. At
present, epidemiology of various respiratory viruses
in Okinawa is not exactly known. Thus, additional
epidemiological studies based on systematic virus
surveillance may be needed.
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It is suggested that HMPYV infection mainly occurs
in children. However, recent reports indicate that
outbreaks of HMPYV infection also occur in elderly
persons. Indeed, a similar outbreak to the present
case occurred in another old-age home in Japan.
Despite these occurrences, the epidemiology of
HMPV infection still remains unclear. In the
present study, a high prevalence (around 30%) of
HMPV infection was seen with some patient
presenting with severe infection such as
Thus, HMPV infection should be
considered in outbreaks among elderly persons with

severe ARI.

pneumonia.
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Ambient air monitoring was performed from 2007
to 2010 in 11 nationwide sites (Hokkaido, Miyagi,
Yamagata, Gunma, lbaraki, Tokyo, Kanagawa,
Shizuoka, Tottori, Fukuoka, and Kagoshima) in
Japan. The total suspended particulate (TSP) was
simultaneously collected in three periods in both
summer and winter using a high volume air sampler.
As the cancer related toxicity, the genotoxicity
(causes DNA damage) and the mutagenicity were
determined. The genotoxicity in the collected TSP
was measured by luminescence umu test using
S.typhimurium TL210. Then the mutagenicity was
measured by microsuspension method modified
Ames preincubation test using S.typhimurium TA98
and TA100 strains. The tendency to rise in
mutagenicity under TA98 (- S9mix) condition was
observed especially in the Kanto region. Moreover,
mutagenicity was higher in winter than in summer.
As for the genotoxicity, strong activity was



observed under (+ S9mix) condition. In the Kanto
region, relatively higher genotoxicity than other
areas was observed. Genotoxicity in winter was
also higher than that in summer. On the mentioned
above, the mutagenicity and genotoxicity of TSP
appear to be higher in the Kanto region and the
relatively strong in winter than in summer.
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