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GRAPHICAL ABSTRACT

e A novel automated identification and
quantification database (AIQS) using
LC-QTOF-MS.

e AIQS can identify and quantify hun-
dreds of chemicals without the use of
standards.

e AIQS has sufficient identification and
quantification performance as screening
method.

e AIQS allows for easy addition of new
substances and retrospective analysis.

o Instrument detection limits of 96% of
the registered substances are below 10
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* Corresponding author.

In order to protect human health and the environment, highly efficient, low-cost, labor-saving, and green
analysis of toxic chemicals are urgently required. To achieve this objective, we have developed a novel database-
based automated identification and quantification system (AIQS) using LC-QTOF-MS. Since the AIQS uses
retention times (RTs), exact MS and MS-MS spectra, and calibration curves of 484 chemicals registered in the
database instead of the use of standards, the targets can be determined with low-cost in a short time. The AIQS
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uses Sequential Window Acquisition of All Theoretical Fragment-ion Spectra as an acquisition method by which
we can obtain accurate MS and MS-MS spectra of all detectable substances in a sample with minimal interference
from co-eluted peaks. Identification is certainly done using RTs, mass error, ion ratios (a precursor to two product
ions), and accurate MS and MS-MS spectra. Consequently, the chance of misidentification is very low even in
dirty samples. To examine the accuracy of the AIQS, two collaborative tests were conducted. The first test used
208 pesticide standards at two concentrations (10 and 100 ng mL™") using 7 instruments, and showed that
average trueness was 106 and 95.2%, respectively, with relative standard deviations of 90% of the test com-
pounds below 30%. The second collaborative study involved 5 laboratories carrying out recovery tests on 200
pesticides using 10 river waters. The average recovery was 71.6%; this was 15% lower than that using purified
water probably due to the matrix effects. The average relative standard deviation was 30% worse than that of
measurement of the standards. Both the recovery and reproducibility, however, satisfied the criteria of Analytical
Method Validity Guidelines, Ministry of Health, Labour and Welfare, Japan. Instrument detection limits of 96%
of the registered compounds are below 10 pg. The AIQS allows for easy addition of new substances and retro-
spective analysis after their addition. The results applied to actual samples showed that the AIQS has sufficient
identification and quantification performance as a target screening method for a large number of substances in

environmental samples.

1. Introduction

To obtain a rich, healthy and comfortable life, we use more than
70,000 chemicals in our daily life, and the amounts and types of
chemicals being produced have been rapidly increasing [1,2]. Many of
these chemicals enter the environment and, as a result, various adverse
effects, both expected and unexpected, have been reported for many
chemicals [3-5]. To take appropriate countermeasures against these
situations, it is first necessary to determine the levels of chemical pol-
lutants in the environment, e.g. in water, biota, and foodstuffs [6-8].
Toxic organic chemicals are monitored or surveyed in many countries,
and gas chromatography and liquid chromatography coupled with mass
spectrometry (GC-MS and LC-MS) are the most frequently used
analytical technique because of their high sensitivity, selectivity, and
flexibility, even for monitoring trace amounts of organic micro-
pollutants (OMPs). However, before actual samples are tested, standards
of target substances are always analyzed for the determination of
retention times (RTs) and the preparation of calibration curves because
these are often affected by subtle differences in instrumental conditions.
Even in a wide-scope target screening method that can identify and
quantify more than 2000 emerging contaminants, standard substances
are used to create the standard addition calibration curves when quan-
tifying the identified substances [9]. The necessity for standards restricts
not only the number of chemicals that can be simultaneously analyzed,
but it is also time-consuming and costly, even assuming native and/or
isotope-labeled standards exist for the chemicals of concern.

In order to overcome the necessity for analytical standards in GC-MS
analysis, we have developed the Automated Identification and Quanti-
fication System with a database (AIQS-GC) to simultaneously identify
and semi-quantify a large number of semi-volatile organic chemicals
(SVOCs) without the use of standards [10,11]. The AIQS-GC database
consists of three databases—mass spectra, RTs, and calibration curves of
target compounds that have been created by using the conventional
internal standard-based method—all of which are essential for both
identification and quantification of target substances. In addition, new
substances can be easily added to the database. Therefore, any chemical
to which the specified GC conditions are applicable can be analyzed by
means of the system. Moreover, if similar databases were constructed
using different GC conditions, it would theoretically be possible to
analyze, without standards, most of the chemicals to which GC is
applicable. As a result of understanding the usefulness of the AIQS-GC,
the AIQS-GC has been adopted one of the measurement methods in
GC-MS analysis and been adopted as Calibration Curve Database
Method of Japanese Industrial Standard K0123: 2018 [12]. Although
GC-MS is an excellent instrument for analyzing volatile organic com-
pounds and SVOCs, it cannot be applied for non-volatile and heat sen-
sitive compounds. On the other hand, since LC-MS can measure
non-volatile and heat sensitive compounds, if AIQS for LC-MS is

developed, most of the OMPs in environmental samples can be measured
by using two AIQSs. The objective of the present study is to confirm that
the calibration curve database method (AIQS) in practical use for GC-MS
is applicable to LC-QTOF-MS and to establish a new measurement
method for LC-MS.

It is well known that reproducibility of retention times in LC-MS is
not as good as in GC-MS, and the number of fragment ions generated by
the atmospheric pressure ionization, commonly used in LC-MS, is much
lower than by electron ionization in GC-MS. These two issues together
indicate that identification performance of LC-MS is lower than that of
GC-MS. To increase the selectivity of LC-MS, a high-resolution mass
time-of-flight spectrometer (LC-TOF-MS) and/or a tandem mass spec-
trometer (LC-MS-MS) may be used for OMP analysis. Unfortunately, LC-
MS-MS cannot be used with the AIQS because the AIQS measures sam-
ples by using total ion monitoring to obtain the mass spectra of all peaks
in one analytical determination. Time-of-flight mass spectrometry can,
however, be used with the AIQS. In the previous paper [13], we used
LC-TOF-MS to measure 300 OMPs using in-source fragmentation. The
results obtained showed that in-source fragmentation did not provide
sufficient selectivity for analyzing complex samples such as environ-
mental samples. In this study, therefore we used LC-QTOF-MS to
develop the AIQS-LC because it provides RTs and accurate MS and
MS-MS spectra, which provides sufficient selectivity for identifying
OMPs in complex samples [14]. After constructing the AIQS-LC con-
sisting of RTs, exact MS and MS-MS spectra, and calibration curves
created by the internal standard method, we validated whether the
AIQS-LC has sufficient identification and quantification performance as
a screening method. Specifically, we validated the identification per-
formance using complex samples, such as an influent of a wastewater
treatment plant (WWTP), and validated the quantitative performance by
carrying out two collaborative tests: measurement of standards and re-
covery tests using river water. The results obtained in the collaborative
tests were evaluated by comparing to Analytical Method Validity
Guidelines for Surveillance and Monitoring of Hazardous Chemicals in
Foodstuff, Ministry of Health, Labour and Welfare, Japan, 2019. Based
on the guideline, we set target recovery and precision of the collabora-
tive tests are 40-120% and <44%, respectively. Regarding quantitative
performance, experiences with the development of the AIQS-GC have
shown that in order to obtain reliable results, the performance of an
instrument used for sample analysis and the instrument used for con-
structing the AIQS database should be the almost same [11,15]. In
addition, it is known that the analysis of the system performance check
standards (PCSs) is effective in evaluating whether the performance of
both instruments is within the acceptable range [11,16]. Therefore, the
results obtained from the collaborative tests were used to examine the
candidates for PCS.
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Abstract: (1) Background: General infection control measures have been implemented at the societal
level against COVID-19 since the middle of 2020, namely, hand hygiene, universal masking, and
social distancing. The suppressive effect of the social implementation of general infection control
measures on pediatric infections has not been systematically assessed. (2) Methods: We addressed
this issue based on publicly available data on 11 pediatric infections reported weekly by sentinel sites
in Osaka and Iwate prefectures in Japan since 2010. We obtained the 5-year average for 2015-2019 and
compared it to the weekly report for 2020-2021. (3) Results: The rate of 6 of the 11 pediatric infections
decreased significantly during 2020-2021, regardless of the magnitude of the prevalence of COVID-19
in both areas. However, only RSV infection, one of the six infections, was endemic in 2021. Exanthem
subitum was not as affected by COVID-19 countermeasures as other diseases. (4) Conclusions: The
social implementation of infectious disease control measures was effective in controling certain
infectious diseases in younger age groups, where compliance with the countermeasures should not
be as high as that of adults.

Keywords: COVID-19; infection control measures; social implementation; pediatric infections;
mild lockdown

1. Introduction

The COVID-19 pandemic has changed people’s ways of life worldwide. COVID-19,
initially detected in China in December 2019, quickly spread globally [1,2]. Public health
and social measures were taken against COVID-19, including intensive surveillance and
social implementation of infection control measures. In 2020 and 2021, the Japanese
government declared four one-month states of emergency in response to COVID-19. Unlike
city lockdowns, the government requested that people avoid going out unnecessarily and
work remotely; this was termed a “mild lockdown”. Mass gatherings were restricted
to no more than 5000 participants or a capacity of 50%. For example, the 2020 Tokyo
Olympics was postponed and held in 2021 using the “Olympic Bubble”. The open hours of
restaurants, department stores, and sports facilities were shortened. People were asked to
wear a mask at all times, keep a distance from others, and practice hand hygiene when going
out. There was no legal penalty for disobedience. These infection control measures were
introduced nationwide after the first declaration of a state of emergency against COVID-19
on 7 April 2020. Such countermeasures continued to prevent an explosive increase in
COVID-19 cases in Japan until mid-2021. Practicing hand hygiene, wearing masks, and
limiting human-to-human contact are key infection control measures in healthcare settings.
It is reasonable to speculate that the implementation of these actions at the community level
should reduce not only cases of COVID-19 but also cases of other infections if compliance
is sufficiently high. We sought to determine the impact of COVID-19 countermeasures
conducted at the community level on pediatric infectious diseases. We analyzed the
prevalence of 11 diseases before and after the COVID-19 pandemic. The following diseases

Microorganisms 2022, 10, 1947. https:/ /doi.org/10.3390/microorganisms10101947
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are reported by sentinel hospitals, mainly for pediatric cases, under the Infectious Disease
Surveillance System in Japan based on the Prevention of Infectious Diseases and Medical
Care for Patients with Infectious Diseases (hereafter referred to as the “Infectious Diseases
Control Law”): influenza, respiratory syncytial virus (RSV) infection, pharyngoconjunctival
fever (PCF), group A streptococcal pharyngitis (GASP), infectious gastroenteritis (GE),
varicella, herpangina, erythema infectiosum (EI), exanthem subitum (ES), mumps, and
hand, foot, and mouth disease (HFMD). Nationwide surveillance data are insufficient to
provide the visualization of this occurrence in depth. We focused our analysis on two
geographically distant prefectures, Osaka and Iwate in Japan, with different COVID-19
outbreaks. These two areas are distinct in that Osaka is a metropolitan area, and Iwate is
situated in the northeast of Japan, with different populations and numbers of COVID-19
patients. Although there have been reports on specific diseases and institutions, such
as the low prevalence of influenza during the COVID-19 pandemic [3-7], we targeted
pediatric infectious diseases under surveillance to clarify the countermeasures in society. We
evaluated the effectiveness and limitations of the infection control measures implemented
at the societal level.

2. Materials and Methods
2.1. Data Collection

Infectious disease surveillance is conducted under the Infectious Diseases Control
Law. The 11 diseases analyzed in this work, influenza, RSV infection, PCF, GASP, GE,
varicella, herpangina, EI, ES, mumps, and HFMD, are under sentinel surveillance. The
number of reported cases per fixed point in a week since 2010 was obtained either from
the Osaka or Iwate Prefectural Infectious Disease Information Centers. The features of the
targeted diseases are summarized in Table 1. Patient age data were also obtained from the
same resources. The number of patients was reported by pediatric clinics and pediatric
hospital departments. The number of sentinel hospitals was approximately 200 and 40 in
Osaka and Iwate, respectively. For influenza, the numbers of patients were also reported
by internal medicine departments, adding approximately 100 and 20 fixed points in Osaka
and Iwate, respectively. The number of COVID-19 patients in Osaka and Iwate prefectures
was obtained from open data of the Ministry of Health, Labor, and Welfare (https://www.
mhlw.go.jp/stf/covid-19/open-data.html, (accessed on 5 April 2022)). Human mobility
flow data were obtained from V-RESAS (https:/ /v-resas.go.jp, (accessed on 5 April 2022)),
which is provided by the Cabinet Office for Promotion of Regional Revitalization and the
Cabinet Secretariat of the headquarters for overcoming population decline and revitalizing
the local economy in Japan.
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2.2. Data Analysis

Data on the weekly number of reports per sentinel site from 2010 to 2021 were used to
analyze long-term trends in prevalence. The 5-year average was calculated by the five-week
moving average number of reports per sentinel site from 2015 to 2019 that used the data of
the 2 weeks before and after the given week. This 5-year average obtained from the above
calculations was compared to the number of reports for the relevant week in 2020 and 2021
(Student’s t-test). The 53rd week of the year was excluded due to the absence of weeks in
some years. The target period was 90 weeks, beginning in the 15th week in 2020, after the
first declaration of a COVID-19 state of emergency, and lasting until the 52nd week of 2021.
A p-value less than 0.001 was considered statistically significant. The epidemiological trend
of RSV infections by age since 2016 in Osaka was also assessed.

3. Results
3.1. General Trends of Pediatric Infections in Osaka and Iwate before the COVID-19 Pandemic

Figure 1 shows epidemic curves for the 11 target infectious diseases in the prefectures
of Osaka and Iwate from 2010 to 2021. Before the COVID-19 pandemic, three infections were
endemic every year with a distinct peak: herpangina in the warm season and influenza
and RSV infection in the cold season. Seasonal trends were also observed for GE, ES,
varicella, PCF, and GASP, with several peaks during which these infections were endemic.
HFMD was endemic every other year, and EI was endemic every four years during the
warm season. Mumps was endemic at 5-year intervals. The epidemic periodicity of EI and
mumps was more clearly reported in Osaka than in Iwate. Endemic varicella appeared
to be suppressed in comparison to before 2016, with a small seasonal endemic peak. This
could be simply due to the vaccination program that was started in 2014. In Japan, the
mumps vaccine is optional and not a routine vaccination. A gradual decline in ES was also
notable, with an average year-on-year decrease of 1-5% (average of 4%) during the last
10 years. The epidemic curve of GE and herpangina showed a downward trend; on the
other hand, influenza, RSV, PCF, and GASP have been on the rise for the past several years.
The long-term observation of trends in infectious diseases showed that, when comparing
epidemic status, the trends have changed over the past 10 years, and a period of 5 years
was considered appropriate for the period covered.
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Figure 1. Trends in weekly reported cases of infectious diseases per sentinel site from 2010 to 2021 in
Osaka and Iwate prefectures. The 11 diseases were reported mainly among pediatric patients, with
data from both prefectures: (a-k) in Osaka and (a’-k’) in Iwate.

3.2. Pediatric Infections during the COVID-19 Pandemic in Osaka and Iwate
3.2.1. Human Mobility Flow and Infectious Diseases during the Mild Lockdown

Osaka and Iwate differed in the magnitude of the COVID-19 pandemic, and there-
fore, the number of emergency declarations was also different (Figure 2). We evaluated
the impact of infection control measures against COVID-19 in both regions under these
settings. Human mobility flow was substantially reduced nationwide under the first state
of emergency, decreasing by approximately 60% from the figure for the same week in the
previous year (Figure A1). Elementary and junior high schools were not closed during the
states of emergency subsequent to the first state of emergency, and human mobility was
less restricted. In 2021, only weeks 1 and 33 in Osaka and only week 52 in Iwate showed
an increase compared with these weeks in 2019. The weeks of the year-end and New
Year and summer vacations, which are society-wide vacations that are custom in Japan,
corresponded to the weeks of increase. On the other hand, the weeks with an increase
in Osaka showed a marked decrease in Iwate. In general, the flow of people during the
COVID-19 pandemic period was suppressed compared to the same weeks in 2019, and the
social measures remained in place.
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Figure 2. The daily reported number of confirmed cases of SARS coronavirus 2 in distinct regions in
Japan from 16 January 2020 to 2021: (a) in Osaka, (b) in Iwate. These data were taken from the open
resources of the Japan Broadcasting Corporation. The period of the declared state of emergency is
indicated by gray shading and the date. Osaka is one of the endemic areas in Japan. There were no
reports of confirmed COVID-19 cases until the end of July 2020 in Iwate.

3.2.2. Pediatric Infections during the COVID-19 Pandemic and Their Comparison with the
5-Week Moving Average over the Past 5 Years

In 2020, no influenza epidemic peaks were observed, and cases of PCF, GASP, GE, and
herpangina were reduced, although sporadic cases were reported (Figure 1) in Osaka and
Iwate. Cases of RSV in 2020 showed a marked decrease in Osaka; however, the number
of cases increased at the end of the year in Iwate. Cases of ES did not show a downward
trend, and an increase in the number of patients was observed in Iwate. In 2021, influenza
epidemic peaks were not observed in either region, and the number of GASP outbreaks
continued to decline. The number of ES infections was lower in 2021 than that in 2020. The
number of RSV cases increased considerably in both Osaka and Iwate in 2021. In Iwate, as
in previous years, the outbreak cases peaked, then fell, but then increased again. Based on
the periodicity of transmission, HFMD was predicted to be nonendemic in both regions
in 2020, and although 2021 was an epidemic year based on periodicity, the peak values in
Osaka and Iwate were 4.27 in weeks 44 and 35, respectively. These values were the lowest
among the five epidemic peaks in the past 10 years. For EI and mumps, periodicity also
inferred no epidemics in 2020 and 2021. HFMD was also considered to be nonendemic
in 2020 based on periodicity. Vaccines were available for varicella and mumps, and large
outbreaks were already under control (Figure 1). Based on the above background, four
diseases, HFMD, EI, varicella, and mumps, were excluded from the evaluation of the
impact of COVID-19 countermeasures on infectious disease control. The rotavirus vaccine
was introduced in Japan in November 2011, but routine vaccination was not available
until October 2020. Infectious gastroenteritis may be caused by other pathogens, such as
norovirus, and was therefore included in the analysis. Ultimately, seven diseases were
included in the analysis, and the 5-year average was compared to the number of reports
from weeks 15 to week 52 in 2020 and 52 weeks in 2021 (Student’s t-test, p < 0.001) (Table 2).
No significant differences were observed in the decline of influenza in Osaka in 2020, but no
epidemics were observed in either region for the 2020/2021 season. The four infections, PCF,
GASP, GE, and herpangina, decreased significantly over the two years. On the other hand,
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there was a notable difference in RSV infection that significantly decreased in 2020, but the
number of reported cases increased in 2021 in both prefectures. In Iwate, ES significantly
increased, unlike the declining trend in pediatric disease; ES was less susceptible to the
infectious disease control measures implemented by society.

Table 2. Test of 5-week moving averages over the past 5 years and the number of patients reported
during the COVID-19 pandemic.

2020 (15-52 w) 2021

Osaka Iwate Osaka Iwate
Influenza 0.0053 p< 0.001 p <0.001 p <0.001

RSV infection p <0.001 p <0.001 0.02061 0.01278
Pharyngoconjunctival fever p <0.001 p <0.001 p <0.001 p <0.001
Group A streptococcal pharyngitis p <0.001 p <0.001 p <0.001 p <0.001
Infectious gastroenteriris p <0.001 p <0.001 p <0.001 p <0.001
Herpangina p <0.001 p <0.001 0.0052 p <0.001
Exanthem subitum 0.002433 p<0.001* p <0.001 0.19267

Number of patients

6000

5000

4000

3000

2000

1000

<6 <12
months momths

p < 0.001 *: The number of ES cases in Iwate significantly increased.

3.3. Analysis of RSV Infections by Age Group

We analyzed the age distribution of cases of RSV infection. In Osaka, most patients
were one year old during the period from 2016 to 2019. In 2020, there was a sharp decrease
in patients in all age groups, but in 2021, the number of patients increased in the age
group from 1 to 5 years (Figure 3). These data suggested that RSV infection was indeed
suppressed in 2020, resulting in an increase in RSV-susceptible infants. However, the level
of difference in 2020 was not significant when compared to the previous five years (Table 2).
RSV infections spread rapidly in Osaka and Iwate, although human flow mobility remained
reduced during 2020 and 2021 relative to 2019 (Figure A1).

ly 2y 3y 4y Sy 6y Ty 8y 9y 10-14y  15-19y  >20y
age
2016

2017 ceeeeeees 2018 =--=--2019 === 2020 2021

Figure 3. Age distribution of RSV infection in Osaka from 2016 to 2021. The annual numbers of
reported patients were 8542, 11,675, 10,174, 12,478, 1129, and 15,915 for each year from 2016 to
2021, respectively.

4. Discussion

Until effective vaccines were available, the basic strategies against COVID-19 were
hand washing, mask-wearing, the avoidance of closed rooms or crowds, and the restriction
of human mobility. This situation constituted a social experiment suitable for assessing
whether implementing such measures at the community level would be effective against
community-acquired infections. Critical assessment of the current status of infections has
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the potential to aid in the development of effective countermeasures against emerging
and reemerging infectious diseases in the future. Therefore, we focused on the impact of
COVID-19 countermeasures on diseases that have been under surveillance regimens for a
long period of time, such as pediatric infections. However, it has been reported that cases of
notifiable infectious diseases such as influenza and norovirus decreased in some countries
during the COVID-19 pandemic period [3-7]. These reports do not necessarily verify the
overall effect of these countermeasures on infectious diseases.

We found that at least 6 out of the 11 targeted pediatric infections were controlled. This
is the first clear evidence that public health interventions are effective against a wide variety
of pediatric infections. These infections are transmitted either via droplets or direct con-
tact, or both. Infections of infants and school-age children should be discussed separately
because the former is unable to comply with infection control requirements. In Japan, child-
care facilities were not entirely closed under the state of emergency. Infants did not wear
masks at nursery schools because choking while wearing masks is considered a higher risk
to their health than COVID-19. Moreover, infants cannot properly practice other COVID-19
countermeasures. The question arises of why pediatric infections were controlled in 2020.
School closures, masks, and thorough hand sanitization were observed among schoolchil-
dren, and the decrease in diseases that are more prevalent among schoolchildren has been
sustained to this day. In addition, it is assumed that compliance with infectious disease
control measures by adults played an important role in diseases that affected all age groups.
Influenza and norovirus infections are good examples. Approximately 55% (39.9-65.5%)
of foodborne GE outbreaks have been attributed to norovirus in the past 10 years. Only
a few foodborne norovirus outbreaks were reported in 2020-2021 because restaurant use
was limited, especially during a state of emergency (Table A1). The adult population was
removed from sites of norovirus infection. Therefore, adult-to-child transmission was pre-
vented, resulting in no GE outbreaks at nursery schools. The prevalence of norovirus GIL4,
the most prevalent genotype worldwide, was low during the COVID-19 pandemic. On the
other hand, RSV infections, for which 1- to 2-year-olds are the target age for infection and
disease onset, were prevalent. The accumulation of susceptible persons and the fact that the
target age group had difficulties implementing infection control measures are presumed to
be the reasons for the rapid increase in the number of cases. We also suggest that this was
due to the way the pathogens spread. The main transmission route of RSV is via droplets
and contact. However, aerosol infection has been suggested as a transmission route for
RSV [8]. The reproduction coefficient for RSV infection was estimated to be 0.92-1.76 in
a cohort study in the Philippines [9] and 3.0 in the U.S. [10], which is higher than that of
1.28-1.30 for influenza [11,12].

One caveat when making inferences from the data was that the healthcare system
was almost saturated in 2020 due to the COVID-19 pandemic. It is possible that the low
prevalence of infections could be due to patients’ reluctance to visit medical facilities. In
Iwate, the number of ES patients increased and was thought to be partly because patients
spent more time at home due to the suppression of social activities. Refraining from medical
examinations did not affect the number of ES patients. For the same reason, an increase in
the number of ES patients was expected in Osaka, but a slight decrease was observed. This
is probably due in no small part to patients refraining from receiving medical examinations
in areas with endemic COVID-19. However, RSV epidemics were also detected, and the
period of withholding was considered to be limited.

This study demonstrates that the social enforcement of hand hygiene, universal mask-
wearing, and avoidance of crowds and travel in the form of a request is effective in curbing
outbreaks of contagious pediatric diseases. Mobility flow does not necessarily serve as
an indicator of infection control. The adult population appears to play a major role in the
control of pediatric infections. It is concerning that once vaccines and other interventions for
COVID-19 are implemented, the implementation of general infection control measures will
be weakened, and pediatric infections may begin to increase and adversely impact society.
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5. Conclusions

The society-wide implementation of COVID-19 countermeasures significantly con-
tributed to the reduction in pediatric infections over a two-year period. However, RSV and ES
infections were the only exceptions. It remains to be seen which countermeasure(s) had the
greatest effect on the control of pediatric infections. It is concerning that once COVID-19 is
managed by vaccines and other interventions, pediatric infections will begin to increase and
impact our lives.
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Appendix A
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-80
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Figure A1. Ratio of human mobility flow in 2020—2021 relative to the same week in 2019 in Osaka

and Iwate (%).

Table A1l. Monthly number of patients from norovirus-positive foodborne (FB) outbreaks in Osaka

since 2010.

Total Number Total Number
January February March April May June July August September October November December of Patients in of FB
Norovirus FB Patients

2010 14 32 146 0 34 0 0 0 0 0 4 164 394 1158
2011 81 20 0 14 0 30 3 0 118 0 54 12 332 1951
2012 52 38 101 15 0 0 7 0 0 0 187 167 567 877
2013 61 10 120 162 80 0 0 0 0 0 0 164 597 953
2014 84 60 19 0 0 0 4 0 0 0 3 40 210 742
2015 382 81 58 35 0 27 32 0 0 0 17 9 641 1191
2016 37 13 20 31 0 10 0 0 19 0 76 88 294 1179
2017 60 103 77 0 0 59 0 0 0 0 0 32 331 821
2018 31 23 31 27 19 0 0 0 0 0 43 0 174 500
2019 5 50 229 154 12 0 0 0 0 0 11 0 461 897
2020 0 0 14 0 0 0 0 0 0 0 0 0 14 587
2021 0 30 0 7 0 26 0 0 0 0 24 21 108 322




Microorganisms 2022, 10, 1947 12 of 12

References

1.

10.

11.

12.

Wu, ].T; Leung, K.; Leung, G.M. Nowcasting and forecasting the potential domestic and international spread of the 2019-nCoV
outbreak in Wuhan, China: A modelling study. Lancet 2020, 395, 689—-697. [CrossRef]

Hui, D.S.; Azhar, E.I; Madani, T.A.; Ntoumi, F; Kock, R.; Dar, O.; Ippolito, G.; McHugh, T.D.; Memish, Z.A.; Drosten, C.; et al.
The continuing 2019-nCoV epidemic threat of novel coronaviruses to global health—The latest 2019 novel coronavirus outbreak
in Wuhan, China. Int. J. Infect. Dis. 2020, 91, 264-266. [CrossRef] [PubMed]

Olsen, S.J.; Azziz-Baumgartner, E.; Budd, A.P,; Brammer, L.; Sullivan, S.; Pineda, R.F.; Cohen, C.; Fry, A.M. Decreased Influenza
activity during the COVID-19 pandemic—United States, Australia, Chile, and South Africa, 2020. Am. ]. Transplamt. 2020,
20, 3681-3685. [CrossRef] [PubMed]

Stefanoff, P; Lovlie, A.L.; Elstrem, P.; Macdonald, E.A. Reporting of notifiable infectious diseases during the COVID-19 response.
Tidsskr. Nor. Laegeforen. 2020, 140. [CrossRef]

Lennon, R.P; Griffin, C.; Miller, E.L.; Dong, H.; Rabago, D.; Zgierska, A.E. Norovirus infections drop 49% in the United States
with strict COVID-19 public health Interventions. Acta Med. Acad. 2020, 49, 278-280. [CrossRef] [PubMed]

Hotham, M. Potential future implications of the COVID-19 pandemic on Norovirus infections in England. ]. Infect. 2021,
83,237-279. [CrossRef] [PubMed]

Pan, J.; Zhan, C.; Yuan, T,; Sun, Y.; Wang, W.; Chen, L. Impact of the COVID-19 pandemic on infectious disease hospitalizations of
neonates at a tertiary academic hospital: A cross-sectional study. BMC Infect. Dis. 2022, 22, 206. [CrossRef] [PubMed]

Kulkarni, H.; Smith, C.M.; Lee Ddo, H.; Hirst, R.A_; Easton, A.].; O’Callaghan, C. Evidence of respiratory syncytial virus spread
by aerosol. Time to revisit infection control strategies? Am. J. Respir. Crit. Care Med. 2016, 194, 308-316. [CrossRef] [PubMed]
Otomaru, H.; Kamigaki, T.; Tamaki, R.; Okamoto, M.; Alday, PP; Tan, A.G.; Manalo, J.I.; Segubre-Mercado, E.; Inobaya, M.T.;
Tallo, V.; et al. Transmission of Respiratory Syncytial Virus Among Children Under 5 Years in Households of Rural Communities,
the Philippines. Open Forum Infect. Dis. 2019, 6, 0fz045. [CrossRef] [PubMed]

Reis, J.; Shaman, J. Retrospective Parameter estimation and forecast of respiratory syncytial virus in the United States. PLoS
Comput. Biol. 2016, 12, €105133. [CrossRef] [PubMed]

Biggerstaff, M.; Cauchemez, S.; Reed, C.; Gambhir, M.; Finelli, L. Estimates of the reproduction number for seasonal, pandemic,
and zoonotic influenza: A systematic review of the literature. BMC Infect. Dis. 2014, 14, 480. [CrossRef]

Chowell, G.; Miller, M.A.; Viboud, C. Seasonal influenza in the United States, France, and Australia: Transmission and prospects
for control. Epidemiol. Infect. 2008, 136, 852-864. [CrossRef] [PubMed]


http://doi.org/10.1016/S0140-6736(20)30260-9
http://doi.org/10.1016/S0140-6736(20)30260-9
http://doi.org/10.1016/j.ijid.2020.01.009
http://doi.org/10.1016/j.ijid.2020.01.009
http://www.ncbi.nlm.nih.gov/pubmed/31953166
http://www.ncbi.nlm.nih.gov/pubmed/31953166
http://doi.org/10.1111/ajt.16381
http://doi.org/10.1111/ajt.16381
http://www.ncbi.nlm.nih.gov/pubmed/33264506
http://www.ncbi.nlm.nih.gov/pubmed/33264506
http://doi.org/10.4045/tidsskr.20.0334
http://doi.org/10.4045/tidsskr.20.0334
http://doi.org/10.5644/ama2006-124.317
http://doi.org/10.5644/ama2006-124.317
http://www.ncbi.nlm.nih.gov/pubmed/33781071
http://www.ncbi.nlm.nih.gov/pubmed/33781071
http://doi.org/10.1016/j.jinf.2021.05.003
http://doi.org/10.1016/j.jinf.2021.05.003
http://www.ncbi.nlm.nih.gov/pubmed/33992690
http://www.ncbi.nlm.nih.gov/pubmed/33992690
http://doi.org/10.1186/s12879-022-07211-x
http://doi.org/10.1186/s12879-022-07211-x
http://www.ncbi.nlm.nih.gov/pubmed/35236317
http://www.ncbi.nlm.nih.gov/pubmed/35236317
http://doi.org/10.1164/rccm.201509-1833OC
http://doi.org/10.1164/rccm.201509-1833OC
http://www.ncbi.nlm.nih.gov/pubmed/26890617
http://www.ncbi.nlm.nih.gov/pubmed/26890617
http://doi.org/10.1093/ofid/ofz045
http://doi.org/10.1093/ofid/ofz045
http://www.ncbi.nlm.nih.gov/pubmed/30882012
http://www.ncbi.nlm.nih.gov/pubmed/30882012
http://doi.org/10.1371/journal.pcbi.1005133
http://doi.org/10.1371/journal.pcbi.1005133
http://www.ncbi.nlm.nih.gov/pubmed/27716828
http://www.ncbi.nlm.nih.gov/pubmed/27716828
http://doi.org/10.1186/1471-2334-14-480
http://doi.org/10.1186/1471-2334-14-480
http://doi.org/10.1017/S0950268807009144
http://doi.org/10.1017/S0950268807009144
http://www.ncbi.nlm.nih.gov/pubmed/17634159
http://www.ncbi.nlm.nih.gov/pubmed/17634159

	05.色なしの仕切り(各Pに分割し挿入）_Part4
	バインダー
	Analytica Chimica Acta 1238 (2023) 340656,Novel automated identification and quantification database using liquid
	Novel automated identification and quantification database using liquid chromatography quadrupole time-of-flight mass spect ...
	1 Introduction



	Microorganisms 2022,10,1947.Impact of COVID-19 Countermeasures on Pediatric Infections.pdf
	Introduction 
	Materials and Methods 
	Data Collection 
	Data Analysis 

	Results 
	General Trends of Pediatric Infections in Osaka and Iwate before the COVID-19 Pandemic 
	Pediatric Infections during the COVID-19 Pandemic in Osaka and Iwate 
	Human Mobility Flow and Infectious Diseases during the Mild Lockdown 
	Pediatric Infections during the COVID-19 Pandemic and Their Comparison with the 5-Week Moving Average over the Past 5 Years 

	Analysis of RSV Infections by Age Group 

	Discussion 
	Conclusions 
	Appendix A
	References


