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Abstract

Background: Hemorrhagic fever with renal syndrome (HFRS) and leptospirosis are seasonal rodent-borne infections
in the Republic of Korea (Korea). The occurrences of HFRS and leptospirosis are influenced by climatic variability.
However, few studies have examined the effects of local climatic variables on the development of these infections.
The purpose of this study was to estimate the effect of climatic factors on the occurrence of HFRS and leptospirosis
in Korea.

Methods: Daily records on human cases of HFRS and leptospirosis between January 2001 to December 2009 were
analyzed. The associations of climatic factors with these cases in high incidence provinces were estimated using the
time-series method and multivariate generalized linear Poisson models with a maximal lag of 12 weeks.

Results: From 2001 to 2009, a total of 2912 HFRS and 889 leptospirosis cases were reported, with overall incidences
of 0.67 and 0.21 cases per 100,000, respectively, in the study areas. The increase in minimum temperature (1 °C) at a
lag of 11 weeks was associated with 17.8% [95% confidence interval (Cl): 15.1, 20.6%] and 22.7% (95% Cl: 16.5, 29.
3%) increases in HFRS and leptospirosis cases, respectively. A 1-h increase in the daily sunshine was related to a 27.
5% (95% Cl: 18.2, 37.6%) increase in HFRS at a lag of 0 week. A 1% increase in daily minimum relative humidity and
a 1 mm increase in daily rainfall were associated with 4.0% (95% CI:1.8, 6.1) and 2.0% (95% Cl: 1.2, 2.8%) increases in
weekly leptospirosis cases at 11 and 6 weeks later, respectively. A 1 mJ/m? increase in daily solar radiation was
associated with a 13.7% (95% Cl: 4.9, 23.2%) increase in leptospirosis cases, maximized at a 2-week lag.
Conclusions: During the peak season in Korea, climatic factors play a significant role in the development of HFRS and
leptospirosis. The findings of this study may be applicable to the forecasting and prediction of disease outbreaks.
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Background

Hemorrhagic fever with renal syndrome (HFRS) and
leptospirosis are common zoonotic diseases and major
public health problems in rural populations in the Repub-
lic of Korea (Korea) [1, 2]. HFRS is a rodent-borne disease
caused by Hantaviruses such as Hantaan virus (HTNV),
Seoul virus, Puumala virus, and Dobrava virus. Rodent
hosts frequently transmit viruses among themselves, as
the viruses are shed in urine, saliva, and feces. Hantavirus
is most often transmitted to humans via the inhalation of
infectious aerosols or dried rodent excreta [1, 3]. Lepto-
spirosis is caused by Leptospira interrogans, in which both
rodents and domestic mammals serve as major reservoir
hosts. Human infection by L. interrogans results from dir-
ect or indirect exposure to the urine of a host [3, 4].

The mechanisms by which HFRS and leptospirosis are
transmitted are influenced by environmental, occupational,
and reservoir factors [5, 6]. The relationship between me-
teorological variables and HFRS and leptospirosis has been
assessed in many regions [7-11]. Most studies have fo-
cused on the effects of temperature, rainfall, and humidity
on the incidences of HFRS and leptospirosis [8-10, 12, 13].
The prevalence of HFRS and leptospirosis in different areas
depends on the viability of the pathogen in relation to the
climate, human activity, landscape and seasonality [7, 8, 12,
14, 15]. The longer L. interrogans remains viable in the ex-
ternal environment, the greater the chance of its contact
with susceptible hosts. The optimal conditions for the ex
vivo survival of this pathogen include high humidity and a
near-neutral pH [6]. In addition, outside of the host, the
longevity of HTNV decreases with increasing UV radiation
because the destruction of the viral lipid membrane is ac-
companied by a total loss of infectivity [16]. However, ro-
dent activity increases during hot, rainy, and autumnal
periods [17]. Low temperature affects not only rodent
survival but also changes the behavior of mice and
humans [13].

In 1951, HERS was first recognized in soldiers during
the Korean War, when more than 3200 soldiers were in-
fected and approximately 400 died. Since its identifica-
tion, HERS has been reported globally in various clinical
syndromes [18, 19]. In Korea, the HTNV and Seoul vi-
ruses are the major etiologic agents of HERS [3, 20, 21].
The average incidence was 0.81 per 100,000 among the
3953 patients. There were 40 fatal cases between 2001
and 2010 [22]. The first reported case of leptospirosis
occurred in 1984 after heavy rainfall during the harvest-
ing season. It has also become a major public health
problem [23]. Major outbreaks of leptospirosis occurred
in 1984, 1985, and 1987. The estimated annual inci-
dences from 1987 to 1991 were 0.05 to 0.11 per 100,000
during outbreak years [24], which decreased dramatically
between 1991 and 1997, with an average annual inci-
dence of 0.02 per 100,000. Between 1998 and 2011, there

Page 2 of 11

were 1528 reported cases, with an average annual inci-
dence of 0.22 per 100,000 and a case fatality rate among
suspected individuals of 5.8% between 2001 and 2007
[25]. Previous studies have reported pulmonary involve-
ment to be a common outcome of leptospirosis in Korea
[25, 26].

Together, these two febrile diseases and scrub typhus
primarily occur during autumn in Korea [19, 27].
Leptospirosis and HFRS share common characteristics.
They tend to occur during the same epidemic season
and share clinical features such as capillary leakage,
thrombocytopenia, hemorrhages, and altered renal
function. In Korea, rodents, especially striped field mice
(Apodemus agrarius manchuricus) and brown rats (Rat-
tus norvegicus), are the main reservoirs for HFRS and
leptospirosis [27, 28]. The incubation periods are also
similar; i.e., 1 to 3 weeks [2, 29]. Although their inci-
dences are decreasing, HFRS and leptospirosis are rep-
resentative vector-borne infectious diseases transmitted
by rodent hosts in Korea and are sensitive to climatic
factors [30, 31].

Characterizing HFRS and leptospirosis regarding cli-
matic factors will provide insight to differentiate these
two zoonotic diseases on an ecologic basis. However, be-
cause of their mode of transmission and the biology of
the etiologic agents, their epidemiologic features may
differ. Therefore, it is essential to study the impact of
climatic variables on HFRS and leptospirosis transmis-
sion because of the possibility of ensuing changes in ro-
dent density related to climate change [8, 12, 22]. In this
study, we applied empirical modeling to examine the ef-
fects of diverse climatic factors on the development of
HFRS and leptospirosis during the peak season in Korea.

Methods

Study areas

Geographically, Korea is in a transitional zone between
the continental landmass of northeast Asia and the is-
land arc rimming the western Pacific Ocean. Its total
area is 100,210 km?, 70% of which is occupied by moun-
tains. The southern and western parts of the peninsula
have more plains.

In general, Korea has a temperate monsoon climate
with a cold winter, hot and humid summer, and sunny
and dry spring and autumn seasons. January is the
coldest month nationwide, with a mean temperature
ranging from -5 to 5 °C. The relative humidity is the
highest in July at 80 to 90% nationwide, lowest in
January and April at 30 to 50%, and moderate in
September and October at around 70%. The rainfall
during summer is characterized by heavy showers. The
rainy season lasts from late June until late July. There is
also a short period of rainfall in early September. There
is a crisp weather pattern in autumn (lasting from
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September to November), the transitional season between
the hot and humid summer and the cold and dry winter
months. Autumn is also the season of harvest, with the
highest rodent activity.

Data collection

National surveillance data on the daily reported cases of
HERS and leptospirosis, including information about the
date of onset and location, between 2001 and 2009 were
provided by Centers for Disease Control and Prevention,
Republic of Korea (KCDC). As they are nationally notifi-
able communicable diseases (group III), the KCDC mon-
itors these diseases. New cases of notifiable disease are
reported real time to a local public health authority and
information is sent to the provincial health authority
and to the KCDC through an electronic reporting sys-
tem [32]. Each case report contains the following infor-
mation: date of onset, diagnosis, and notification, as well
as patient’s age, gender, area of residence, and activities
related to exposure such as harvesting and outdoor ac-
tivities. Individual case information is released at the
province level to protect the individual from identification
under the Privacy Protection Act. This study was approved
by the Institutional Review Board of Sungkyunkwan
University (2015-04-017).

Meteorological data were obtained from the Korea
Meteorological Agency (KMA). In 2011, the KMA had
76 weather posts across the nation, which made daily re-
ports. These reports include the daily minimum, maxi-
mum, and average temperatures (°C); minimum relative
humidity (%); daily cumulative rainfall (mm); solar radi-
ation (mJ/m?); and total hours of sunshine [33]. For each
case, the daily averaged weather data were matched over
each province. The climatic factors were averaged across
all sites in a province. The weekly averages of climatic
variables were calculated based on the daily report. The
annual population data of each province were retrieved
from Statistics Korea [34] and divided by total provincial
area [35] to estimate population density.

Statistical analysis

Descriptive analyses of HFRS and leptospirosis were
performed. The vyearly incidences per 100,000 were
calculated. Based on the highest incidences, our study
primarily concentrated on non-metropolitan provinces.
We selected eight provinces (Chungbuk, Chungnam,
Gyeongbuk, Gyeonggi, Gyeongnam, Jeonbuk, Jeonnam,
and Gangwon) for HFRS and five provinces (Chungbuk,
Chungnam, Gyeongbuk, Jeonbuk, and Jeonnam) for
leptospirosis (Fig. 1). Each province was characterized by
four distinct annual seasons. For the purpose of ana-
lysis, weekly and monthly numbers of cases were
summed in each province between January 1, 2001, and
December 31, 2009, and the time series distributions of

Page 3 of 11

the average of climatic variables during the same period
were plotted.

There is a well-established lag effect of meteorological
variables prior to the initiation of HFRS and leptospir-
osis transmission [7, 8, 10, 11, 31]. In our study, the im-
pacts of climatic factors on HFRS and leptospirosis
among selected provinces were assessed during the peak
incidence period in a year using a maximum 12-week
lag between the 27th and 53rd weeks of the year. We
assigned a 16-week lag duration between the 38th and
53rd weeks and 11-week lag between the 27th and 42nd
weeks.

The most statistically significant variable was selected
from the mean, maximum, and minimum temperatures.
A multiple regression analysis with stepwise selection
was performed. The R analogies and deviance were
considered as the criteria for the goodness of fit. The
multicollinearity of all the explanatory variables in each
model was tested by variance inflation factor (VIF). We
followed the recommendations of several statisticians
and publications for VIF limit [36, 37], with a large VIF
value of 10 or greater indicating strong collinearity.

Poisson generalized linear regression models with al-
lowances for over-dispersion were used to quantify the
effect of climatic variables on HFRS and leptospirosis
[5, 8, 14, 38]. Each model was adjusted for the annual
provincial population density as the dynamics of the
likelihood and infection of vector-borne disease varied
with host density during the study period [39]. A range
of candidate set models was assessed for each lag com-
bination and a final model was selected using Akaike
information criterion (AIC). The model specifications
used to assess the associations between climatic vari-
ables and numbers of HFRS and leptospirosis cases in
all selected provinces for a wide range of lags in our
study are as follows.

Log [E(Y)] = Bo + P1 (minimum temperature) + [
(minimum humidity) + B3 (rainfall) + B4 (sunshine) + Bs
(solar radiation) + COV

Where E(Y) is the expected number of HFRS and
leptospirosis cases and P is the overall coefficient. COV
represents to the population density as a confounding
factor. Generalized linear model (GLM) analysis was
performed using R software, version 3.0.2.

Results

There were 2912 confirmed HFRS cases in Korea be-
tween 2001 and 2009, with an annual average incidence
of 0.67 per 100,000. Similarly, there were 889 leptospir-
osis cases during this period, with an annual average in-
cidence of 0.21 per 100,000. There were no statistically
significant differences in HFRS and leptospirosis in pa-
tients’ gender, age, province, and occupation. Table 1
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Fig. 1 Map of geographical areas of Korea showing the eight and five provinces selected for HFRS and leptospirosis, respectively
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gives a general description of the HFRS and leptospirosis
cases in Korea between 2001 and 2009.

Figure 2 summarizes the variation in HERS and lepto-
spirosis cases by month and year according to the cli-
matic variables among the selected provinces. Although
HFRS was prevalent throughout the year, there were
more cases during September, October, and November
than in the other months. The leptospirosis distribution
pattern was similar to that of HFRS; however, there was
less dispersion with the peak period. Figure 3 shows the
weekly variation of HFRS and leptospirosis diagnoses ac-
cording to climatic factors among the selected provinces.
There was a strong seasonal variation in climatic factors
and weekly diagnoses. Analysis of the weekly HFRS and
leptospirosis cases among the selected provinces re-
vealed that HERS patients were identified every week.
The numbers fluctuated weekly. The number of diagno-
ses began increasing after week 38, peaked at week 43,
and decreased thereafter, with a slightly right-skewed
distribution. In contrast, leptospirosis was not reported
every week. The diagnoses increased from week 33 and
peaked at week 42, with a general left-skewed distribution.

The HFRS and leptospirosis diagnoses for 1 week were
associated with the weather variables that occurred
during the preceding weeks. Figure 4 shows estimated
single-week lag effects of minimum temperature, relative
humidity, rainfall, sunshine, and solar radiation on the
development of HFRS and leptospirosis cases based on

the final selected generalized linear Poisson regression
models. The minimum temperature and sunshine had
positive effects on HFRS diagnoses. However, there was
negative relationship of relative humidity and solar radi-
ation with HFRS. The weekly average minimum
temperature was significantly associated with all lag
times. A 1 °C increase in the weekly minimum
temperature was associated with an 8.8% (95% CI: 7.1,
10.5%) increase in HFRS cases during the same week
(lag 0) and a maximum increase of 17.8% (95% CI: 15.1,
20.6%) after an 11-week lag. The effect of sunshine was
strongest for the development of HFRS. A 1-h increase
in the average weekly sunshine was associated with a
27.5% (95% CI: 18.2, 37.6%) increase in cases during the
same week and a maximum increase of 28.5% (95% CI:
19.3, 384) at lag 1. A 1% increase in the minimum
relative humidity was associated with a 2.3% (95% CL
-3.3, -1.3%) decrease in HFRS cases during the same
week and a maximum decrease of 2.9% (95% CI: -3.9,
-1.8%) with a 3-week lag. The estimated lag effects of
solar radiation were statistically significant for all except
lags 2 and 3. A 1 mJ/m? increase in solar radiation was
associated with a 16.4% (95% CI: -20.2, —12.4%) maxi-
mum decrease in HFRS cases at lag 0. Rainfall was nega-
tively associated with the development of HFRS. A 1-mm
increase in the average weekly rainfall was associated with
a 2.4% (95% CI: -3.2, —1.5%) maximum decrease in HFRS
cases at a 1-week lag.
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Table 1 General description of HFRS and leptospirosis cases in Korea between 2001 and 2009

HFRS Leptospirosis
Number Incidence®/(%) P-value® Number Incidence®/(%) P-value®
Total 2912 067 889 0.21
Year 2001 293 0.62 119 0.25
2002 301 063 108 0.23
2003 362 0.76 107 0.22
2004 336 0.70 121 0.25
2005 328 0.68 61 0.13
2006 355 0.73 93 0.19
2007 362 0.75 155 0.32
2008 311 0.64 83 0.17
2009 264 0.54 42 0.09
Gender Male 1687 0.77 0.096 539 0.16 0.096
Female 1225 0.57 350 0.25
Age (years) 0-9 10 0.02 0.230 1 0.00 0.230
10-19 45 0.08 5 0.01
20-29 173 0.25 29 0.04
30-39 305 040 53 0.07
40-49 475 0.65 92 0.13
50-59 568 1.20 160 0.34
60-69 733 224 300 0.92
70-79 495 271 212 1.16
80 & over 108 175 37 0.60
Provinces Seoul 199 0.22 0.242 43 0.05 0.2657
Incheon 120 051 12 0.05
Daejeon 38 0.29 5 0.04
Daegu 26 0.12 9 0.04
Gwangju 113 0.87 44 034
Ulsan 29 0.30 9 0.09
Busan 54 0.17 20 0.06
Kangwon 143 107° 27 0.20
Gyeonggi 483 051° 85 0.09
Chungbuk 171 1.27° 36 027°
Chungnam 455 261° 100 0.58°
Gyeongbuk 269 1.12° 83 035°
Gyeongnam 152 054° 43 0.15
Jeonbuk 392 237° 150 091°
Jeonnam 263 156" 221 131°
Jeju 5 0.10 2 0.04
Occupation® Agricultural and fishery workers 1118 3839% 0.229 517 58.16% 0.243
No information 628 21.57% 128 14.40%
Unemployed 373 12.81% 114 12.82%
Housewives 255 8.76% 51 5.74%
Clerks 124 4.26% 23 2.59%
Service workers 78 2.68% 14 1.57%
Simple labor workers 76 261% 14 1.57%
Student 73 2.51% 10 1.12%

/100,000/year, Pprovinces selected for analysis, “occupations selected for the calculation of percentage, SChi-square test
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Regarding leptospirosis, the minimum temperature,
rainfall, and solar radiation were positively associated
with disease development. Like that of HFRS, there was
a positive and significant overall effect of minimum
temperature for all lag times. A 1 °C increase in mini-
mum temperature was associated with a 13.1% (95% CI:
9.4, 16.9%) increase in leptospirosis cases during the
same week (lag 0) and a maximum increase of 22.7%
(95% CI: 16.5, 29.3%) with an 11-week lag. Rainfall also
had a positive impact on leptospirosis. A 1-mm increase
in the average weekly rainfall was associated with a 2.0%
(95% CI: 1.2, 2.8%) increase in leptospirosis cases with a
6-week lag. A 1 mJ/m? increase in solar radiation was
associated with a 13.7% (95% CI: 4.9, 23.2%) increase in
leptospirosis cases, maximized at a 2-week lag. There
were significant associations between solar radiation and
leptospirosis diagnoses from lags 5 to 11. A 1% increase
in relative humidity was associated with a maximum de-
crease of 4.0% (95% CI: -6.0, -1.9%) at lag 0 and a sig-
nificant maximum increase of 4.0% (95% CI: 1.8, 6.1%)
after an 11-week lag. There was no clear effect of sun-
shine on leptospirosis for any lag time.

Discussion

A key finding of this ecological study is that climatic
factors are important predictors of the seasonal develop-
ment of HFRS and leptospirosis in Korea. We investi-
gated the quantitative relationship of the weekly lag
impact of meteorological factors on the development of
HERS and leptospirosis. The incidences of both diseases
were higher in non-metropolitan provinces than in
metropolitan provinces. These diseases largely occurred
during the autumn season and were more prevalent
among skilled agricultural and fishery workers than in
other individuals.

The incidences of HFRS and leptospirosis vary between
male and female populations. This difference may reflect
varying degrees of contact with the infectious rodents and
their droppings between genders [5, 40]. Previous studies
have reported that the incidences of HFRS and lepto-
spirosis are male-dominated [24, 40, 41]. We also iden-
tified higher incidences of these diseases among male
patients. This finding suggests that men are more likely
to have contact with HFRS and leptospirosis during
their daily activities and occupational exposures than
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women are [13, 42]. Most patients with HFRS and
leptospirosis were between 50 and 79 years of age. The
highest proportion of cases occurred in the 60- to 69-
year age group. These findings are consistent with those
of other Korean studies and suggest that older individuals
are more likely to have such occupational and environ-
mental exposures than are younger people [21, 40].
Occupational factors play an important predictive role
in disease transmission. Both HFRS and leptospirosis
have similar occupational trajectories [19, 40]. In our
study, more than 38% and 58% of patients with HFRS
and leptospirosis, respectively, were skilled agricultural
or fishery workers. These individuals worked on farms
where they may be exposed to Hantavirus and L. interro-
gans. Hantavirus is transmitted via aerosols that are lib-
erated from rodent excreta (including urine and feces)
[3]. In contrast, human infection with leptospirosis re-
sults from the direct or indirect exposure to the
reservoir’s urine (including that of rodents, cattle, pigs,
and dogs). L. interrogans enters the blood-stream via
cuts, skin abrasions, or mucosal membranes [4, 43].

In Korea, the major rodent-borne infectious diseases
(including HFRS, leptospirosis and scrub typhus) occur
during the autumn season [19, 24]. There are more
Hantavirus-infected rodents in the autumn than there
are during other seasons of the year [44, 45]. Seasonally,
there are two peaks in the antibody prevalence in
striped field mice in April and between September and
December. Most cases of HFRS and leptospirosis oc-
curred during the second peak in the present study.
Several factors may contribute to a higher disease incidence
in autumn in Korea. This season is characterized by dry
weather, increased outdoor activities such as harvesting,
and increased rodent entrance into the agricultural fields
[20, 27, 30, 45]. Leptospirosis in Korea is mainly transmit-
ted by wild rodents including Apodemus agrarius man-
churicus [23]. The risk factors for leptospirosis are
influenced by occupation, host/vector climatic, and
geographical and environmental characteristics of epi-
demiological disease patterns [23, 27, 28, 40].

We used a generalized linear Poisson model and popu-
lation density to estimate the weekly lag effect of
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climatic factors on the development of HERS and lepto-
spirosis. The lag reflected delayed effect of each climatic
variable on various factors associated with transmission
of the infection. These factors included the proliferation
of the pathogens in the external environment, seasonal
fluctuations in the rodent population, human outdoor
activity and pathogen infectivity to rodents and human
hosts. There was a positive association between the
minimum temperature and the number of cases of both
HERS and leptospirosis. The highest number was re-
ported at an 11-week lag time, suggesting that daily low
temperatures may change human and mouse behavior.
Temperature is often associated with rodent survival,
distribution, vegetation, and food production; therefore,
it likely affects rodent densities [15, 46]. Rodents require
hot and humid conditions to survive [15, 43]. Studies
have shown positive correlations between temperature
and rodent development, human activity, and pathogen

transmission [5, 15, 43]. The highest temperatures of the
year occur between June and August. There was a peak
in the number of HFRS cases between September and
November, suggesting that HFRS incidence lags behind
the temperature by up to 3 months [34].

Relative humidity had an adverse effect on the develop-
ment of HFRS during that week and up to 5 weeks earlier.
Higher relative humidity has a negative impact on rodents
and on the survival, infectivity, and stability of the virus ex
vivo [14, 22, 47]. During the first lag weeks (0 and 1), rela-
tive humidity had a negative association with leptospir-
osis. This finding may result from decreased human
activities during excessively humid conditions, leading
to decreased L. interrogans exposure and transmission.
The higher positive weekly lags (7, 9, and 11) suggest
that L. interrogans requires warm, humid conditions
for prolonged survival (1-2 months) outside of its host
[7, 43].
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Although limited rainfall is generally favorable for the
transmission of vector-borne diseases [13, 15, 23], one
study from eastern China reported that heavy rainfall
can negatively impact rodents by destroying their habi-
tats [13]. There was a negative impact of rainfall on the
development of HFRS cases in our study. This finding
may reflect decreased rodent-to-rodent and rodent-to-
human contact throughout the harvesting season due to
decreased rodent activity during heavy rainfall [13]. In
contrast, rainfall has a positive effect on leptospirosis. In
Korea, heavy rain or flooding increases the spread of in-
fections. This is particularly true in areas with rodent in-
habitation because L. interrogans is washed into surface
waters and human behaviors may change [31]. Other
studies have also reported a positive association between
rainfall and leptospirosis incidence [9, 11]. In this study,
there was a significant positive association between rain-
fall and leptospirosis at lag times of 5—9 weeks. This pat-
tern may result from the accumulation of rainwater in
water-logged soil. Rain-soaked soil is favorable for L. inter-
rogans survival in the external environment [7, 9-11].

There was a significant correlation between the sun-
shine duration and HFRS seasonal incidence. However,
the mechanisms underlying this relationship are not yet
clear. The hours of sunshine were positively related to
HERS at different weekly lags. The peak duration of sun-
shine hours was reported in lags 1 and 2. The possible
reasons for this observation include the increased flow-
ering and seed production during mast formation due to
increased sunshine that in turn facilitates an increase in
the rodent population density [48, 49]. It is possible that
there is an increase in HFRS transmission during long,
sunny days because there is also increased outdoor hu-
man activity during this time. In contrast to HEFRS,
leptospirosis is not affected by sunshine. This might be
the biological nature of spirochetes, as environmental
conditions such as direct sunlight, dry weather and soil
pH are not favorable atmosphere for the life and growth
of Leptospira [6, 50].

Solar radiation shows opposing effects on the develop-
ment of HFRS and leptospirosis. Hantaviruses are readily
inactivated by heat and ultraviolet (UV) radiation, which
damage viral nucleic acids and reduce their infectivity
[16, 48]. Increasing solar radiation also decreases viral
longevity outside of the host [16]. The survival capability
of rodent-borne viruses in the external environment is
critical for the transmission dynamics within the rodent
populations and to humans. The longevity of these vi-
ruses outside a host might be a common adaptive char-
acteristic; thus, they are easily transmitted even in the
absence of intermediate vectors, an ability that maintains
the endemic infection dynamics [51]. Unlike viruses,
bacteria survive and grow well under solar radiation.
Solar radiation reflects a short-term effect on bacteria.
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Bacteria damaged by photolytic treatment in suspension
can re-grow and reactivate after the removal of solar ra-
diation. While the solar UV radiation may inhibit the
growth of bacteria, it cannot prevent the organism’s self-
defense mechanism and subsequent recovery and re-
growth. In a natural water source, L. interrogans can sur-
vive with UV-A exposure times of up to 6 h [52]. The
waterborne bacterial nature of L. interrogans and lower
doses of radiation during the rainy season may produce
optimal growth conditions because the spirochetes have
features unique in the microbial world, such as circular
chromosomes, ribosomal gene organization, and enor-
mous genetic diversity [53]. These characteristics might
result in an increased chance of human exposure to L.
interrogans during agricultural activities.

This study has several limitations. For instance, we did
not study the influences of non-climatic factors on the
development of HFRS and leptospirosis. Such factors in-
clude pathogen and host dynamics, socioeconomic sta-
tus, human activities, soil and vegetation types, and
vector control programs. However, these non-climatic
factors are unlikely to change significantly on a weekly
basis. In addition, we analyzed the KCDC surveillance
data, which only include the civilian population. While
military personnel are at high occupational risk for both
diseases, they are not included in the KCDC surveillance
data. Therefore, our findings may underestimate the true
incidence of disease in Korea.

Daily HERS and leptospirosis surveillance data were
obtained from the KCDC, which manages serologically
confirmed cases and weather data from the KMA.
These methods allowed us to merge surveillance and
weather data to observe the impact of climatic factors
on the development of HFRS and leptospirosis. A GLM
was used to examine the association between the
weekly number of cases, the corresponding climatic
factors, and the lag effect on HFRS and leptospirosis.
Climatic factors influence the development of HFRS
and leptospirosis differently. These results provide core
information to local health authorities for the develop-
ment of national infectious disease prevention and
control policies.

Conclusions

In Korea, vector-borne diseases such as HFRS and lepto-
spirosis have multifactorial influences including patient’s
occupation, meteorological variables, and human and
rodent behaviors. The incidence of these diseases is sea-
sonal, and higher in non-metropolitan provinces. Our
models provide data useful for the development of an
early warning system for vector-borne diseases in other
regions of the world that also have seasonal disease
distributions.


https://www.google.com.np/search?es_sm=122&q=Leptospira+interrogans&spell=1&sa=X&ei=bCVFVK3NH8SsmAWHk4LoAg&ved=0CBkQvwUoAA
https://www.google.com.np/search?es_sm=122&q=Leptospira+interrogans&spell=1&sa=X&ei=bCVFVK3NH8SsmAWHk4LoAg&ved=0CBkQvwUoAA
https://www.google.com.np/search?es_sm=122&q=Leptospira+interrogans&spell=1&sa=X&ei=bCVFVK3NH8SsmAWHk4LoAg&ved=0CBkQvwUoAA
https://www.google.com.np/search?es_sm=122&q=Leptospira+interrogans&spell=1&sa=X&ei=bCVFVK3NH8SsmAWHk4LoAg&ved=0CBkQvwUoAA
https://www.google.com.np/search?es_sm=122&q=Leptospira+interrogans&spell=1&sa=X&ei=bCVFVK3NH8SsmAWHk4LoAg&ved=0CBkQvwUoAA

Joshi et al. BMC Infectious Diseases (2017) 17:406

Additional file

Additional file 1: Monthly sum of HFRS and leptospirosis cases with
climate variables in Korea. (XLSX 658 kb)

Abbreviations

AIC: Akaike information criterion; Cl: Confidence interval; GLM: Generalized
linear model; HFRS: Hemorrhage fever with renal syndrome; HTNV: Hantaan
virus; KCDC: Centers for disease Control and Prevention, Republic of Korea;
KMA: Korea Meteorological Agency; UV: Ultraviolet; VIF: Variance inflation factor

Acknowledgements
The authors appreciate KCDC for providing data and funding for the
preparation of this paper.

Funding
This study was supported by a grant (2013E2100101) from the Centers for Disease
Control and Prevention, Ministry of Health and Welfare, Republic of Korea.

Availability of data and materials
Data on HFRS and leptospirosis is available in excel form as a Additional file 1.

Authors’ contributions

YPJ conducted the study, analyzed the data, and prepared the manuscript.
EHK provided technical support for the statistical analysis, data acquisition,
and prepared parts of the manuscript. HKC designed the study, reviewed the
analysis process and results, and audited the manuscript. All authors
participated in the manuscript review and approved the submitted version.

Competing interests
The authors declare that they have no competing interests.

Consent for publication

This manuscript does not contain any individual person’s data in any form.

All incidence data were obtained from the KCDC in an anonymized format

with adjustment of spatial and temporal resolution to make it impossible to
trace individual cases.

Ethics approval and consent to participate

Individual case information was released at the province level to protect
individuals from identification under the Privacy Protection Act. This study
was approved by the Institutional Review Board of Sungkyunkwan University
(2015-04-017).

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Received: 4 August 2016 Accepted: 30 May 2017
Published online: 07 June 2017

References

1. Schmaljohn C, Hjelle B. Hantaviruses: a global disease problem. Emerg Infect
Dis. 1997,3(2):95-104.

2. Bharti AR, Nally JE, Ricaldi JN, Matthias MA, Diaz MM, Lovett MA, et al.
Leptospirosis: a zoonotic disease of global importance. Lancet Infect Dis.
2003;3(12):757-71.

3. Baek LJ, Kariwa H, Lokugamage K, Yoshimatsu K, Arikawa J, Takashima |, et
al. Soochong virus: an antigenically and genetically distinct hantavirus
isolated from Apodemus peninsulae in Korea. J Med Virol. 2006;78(2):290-7.

4. Vinetz JM, Glass GE, Flexner CE, Mueller P, Kaslow DC. Sporadic urban
leptospirosis. Ann Intern Med. 1996;125(10):794-8.

5. BiP, Wu X, Zhang F, Parton KA, Tong S. Seasonal rainfall variability, the
incidence of hemorrhagic fever with renal syndrome, and prediction of the
disease in low-lying areas of China. Am J Epidemiol. 1998,148(3):276-81.

6. Johnson RC. The spirochetes. Annu Rev Microbiol. 1977,31(1):89-106.

7. Desvars A, Jégo S, Chiroleu F, Bourhy P, Cardinale E, Michault A. Seasonality
of human leptospirosis in Reunion Island (Indian Ocean) and its association
with meteorological data. PLoS One. 2011;6(5):¢20377.

20.

22.

23.

24,

25.

26.

27.

28.

29.
30.

31

32.

33.

34,

Page 10 of 11

Zhang WY, Guo WD, Fang LQ, Li CP, Bi P, Glass GE, et al. Climate variability
and hemorrhagic fever with renal syndrome transmission in northeastern
China. Environ Health Perspect. 2010;118(7):915-20.

Ward MP. Seasonality of canine leptospirosis in the United States and
Canada and its association with rainfall. Prev Vet Med. 2002;56(3):203-13.
Chadsuthi S, Modchang C, Lenbury Y, lamsirithaworn S, Triampo W.
Modeling seasonal leptospirosis transmission and its association with rainfall
and temperature in Thailand using time-series and ARIMAX analyses. Asian
Pac J Trop Med. 2012;5(7):539-46.

Robertson C, Nelson TA, Stephen C. Spatial epidemiology of suspected
clinical leptospirosis in Sri Lanka. Epidemiol Infect. 2011;140(4):731-43.

Xiao H, Lin X, Gao L, Huang C, Tian H, Li N, et al. Ecology and geography of
hemorrhagic fever with renal syndrome in Changsha, China. BMC Infect Dis.
2013;13(305):1-11.

Bi P, Tong S, Donald K, Parton K, Ni J. Climatic, reservoir and occupational
variables and the transmission of haemorrhagic fever with renal syndrome
in China. Int J Epidemiol. 2002;31(1):189-93.

Fang LQ, Wang XJ, Liang S, Li YL, Song SX, Zhang WY, et al. Spatiotemporal
trends and climatic factors of hemorrhagic fever with renal syndrome
epidemic in Shandong Province, China. PLoS Negl Trop Dis. 2010;4(11):1-10.
Aars J, Ims RA. Intrinsic and climatic determinants of population
demography: the winter dynamics of tundra voles. Ecology. 2002,83(12):
3449-56.

Kraus AA, Priemer C, Heider H, Kruger DH, Ulrich R. Inactivation of Hantaan
virus-containing samples for subsequent investigations outside biosafety
level 3 facilities. Intervirology. 2005;48(4):255-61.

Perez J, Brescia F, Becam J, Mauron C. Goarant C. PLoS Negl Trop Dis. 2011;
5(10)e1361.

Smadel JE. Epidemic hemorrhagic fever. Am J Public Health Nations Health.
1953;43(10):1327-30.

Noh YT, Cho JE, Han MG, Lee NY, Kim SY, Nam JH, et al. Seroepidemiological
characteristics of haemorrhagic fever with renal syndrome from 1996 to 2005
in Korea. J Bacteriol Virol. 2006;36(4):263-9. in Korean

Song JY, Chun BC, Kim SD, Baek LJ, Kim SH, Sohn JW, et al. Epidemiology of
hemorrhagic fever with renal syndrome in endemic area of the Republic of
Korea, 1995-1998. J Korean Med Sci. 2006;21(4):614-20.

Sames WJ, Klein TA, Kim HC, Cheong ST, Lee IY, Gu SH, et al. Ecology of
hantaan virus at twin bridges training area, Gyeonggi province, republic of
Korea, 2005-2007. J Vector Ecol. 2009;34(2):225-31.

Lee SH, Chung BH, Lee WC, Choi IS. Epidemiology of hemorrhagic fever
with renal syndrome in Korea, 2001-2010. J Korean Med Sci. 2013;28(10):
1552-4.

Cho MK, Kee SH, Song HJ, Kim KH, Song KJ, Baek LJ, et al. Infection rate of
Leptospira interrogans in the field rodent, Apodemus agrarius, in Korea.
Epidemiol Infect. 1998;121(3):685-90.

Kim SS, Kim KJ. Epidemiologic characteristics and trends of leptospirosis in
Korea by literature review. Korean J Epidemiol. 1994;16(1):553-61. in Korean
Kang S, Lee KJ, Park K, Jung S. Clinical features of leptospirosis experienced
in a university hospital between 2001 and 2007. Korean J Med. 2009;77(4):
453-60. in Korean

Chang WG, Song MJ, Cha YH, Kim KG, Paik UH, Kim YK, et al. An
epidemiological and clinical study of leptospirosis acquired by twelves combat
policemen in September, 2000. Korean J Med. 2001,61(5):553-61. in Korean
Kim MJ. Leptospirosis in the Republic of Korea: historical perspectives,
current status and future challenges. Infect Chemother. 2013;45(2):137-44.
O'Guinn ML, Klein TA, Lee JS, Kim HC, Baek LJ, Cheong ST, et al. Ecological
surveillance of small mammals at firing points 10 and 60, Gyeonggi
province, Republic of Korea, 2001-2005. J Vector Ecol. 2008;33(2):370-84.
Lednicky JA. Hantaviruses. Arch Pathol Lab Med. 2003;127:30-5.

Mills JN, Gage KL, Khan AS. Potential influence of climate change on vector-
borne and zoonotic diseases: a review and proposed research plan. Environ
Health Perspect. 2010;118(11):1507-14.

Hjelle B, Glass GE. Outbreak of hantavirus infection in the four corners
region of the United States in the wake of the 1997-1998 el Niho-southern
oscillation. J Infect Dis. 2000;181(5):1569-73.

Korea Centers for Disease control and Prevention (KCDC), Ministry of Health and
Welfare, Republic of Korea 2013. http//www. cdc. go. kr. Accessed May 2017.
Korean Meterological Agency (KMA), the Republic of Korea. https://data.
kma.go.kr/data/grnd/selectAsosList.do?pgmNo=34. Accessed May 2017.
Korean Statistical Information Service (KOSIS), Statistics Korea, the Republic
of Korea. http://kosis.kr/eng/ . Accessed May 2017.


dx.doi.org/10.1186/s12879-017-2506-6
https://data.kma.go.kr/data/grnd/selectAsosList.do?pgmNo=34
https://data.kma.go.kr/data/grnd/selectAsosList.do?pgmNo=34
http://kosis.kr/eng

Joshi et al. BMC Infectious Diseases (2017) 17:406 Page 11 of 11

35, Administrative Divisions of Countries (Statoids): http://statoids.com/ukr.html
. Accessed May 2017.

36. Yang AC, Fuh JL, Huang NE, Shia BC, Peng CK, Wang SJ. Temporal
association between weather and headache: analysis by empirical mode
decomposition. PLoS One. 2011,6(1):e14612.

37. Kutner MH, Nachtsheim CJ, Neter J, Li W. Applied linear statistical models.
5™ edition. McGraw-Hill/Irwin; 2004. p.384-420.

38. Yu PB, Tian JY, Ma CF, Wei J, Lu XL, Wang Z, et al. Hantavirus infection in
rodents and hemorrhagic fever with renal syndrome in Shaanxi province,
China, 1984-1912. Epidemiol Infect. 2015;143(2):405-11.

39.  Anderson RM, May RM. The invasion, persistence and spread of infectious
diseases within animal and plant communities. Philos Trans R Soc Lond Ser
B Biol Sci. 1986;314(1167):533-70.

40. Jang Y, Kim H, Bang HA, Lee MJ, Che NH, Lee WC. Epidemiological aspects
of human brucellosis and leptospirosis outbreaks in Korea. J Clin Med Res.
2011;3(4):199-202.

41, Klein SL, Marks MA, Li W, Glass GE, Fang LQ, Ma JQ, et al. Sex differences in
the incidence and case fatality rates from hemorrhagic fever with renal
syndrome in China, 2004-2008. Clin Infect Dis. 2011;52(12):1414-21.

42. Bakoss P, Machacova E, Jarekovd J. Long-term trends in the epidemiology
of human leptospirosis (Slovak Republic, 1954-2006). Eur J Clin Microbiol
Infect Dis. 2012;31(9):2167-76.

43. Ivanova S, Herbreteau V, Blasdell K, Chaval Y, Buchy P, Guillard B, et al.
Leptospira and rodents in Cambodia: environmental determinants of
infection. Am J Trop Med Hyg. 2012,86(6):1032-8.

44, Lim MY, Ryou J, Kim SY, Shin EH, Yoo YJ, Yum SM, et al. Seroprevalence of
hantaviruses in small wild mammals trapped in South Korea from 2005 to
2010. J Vector Ecol. 2012;37(1):97-101.

45. Ryou J, Lee HI, Yoo YJ, Noh YT, Yun SM, Kim SY, et al. Prevalence of
hantavirus infection in wild rodents from five provinces in Korea, 2007.

J Wildl Dis. 2011;47(2):427-32.

46.  Wang J, Price KP, Rich PM. Spatial patterns of NDVI in response to
precipitation and temperature in the central Great Plains. Int J Remote Sens.
2001;22(18):3827-44.

47. Zhang YZ, Zhang FX, Wang JB, Zhao ZW, Li MH, Chen HX, et al.
Hantaviruses in rodents and humans, inner Mongolia autonomous region.
China Emerg Infect Dis. 2009;15(6):385-91.

48. Bennett E, Clement J, Sansom P, Hall |, Leach S. Environmental and
ecological potential for enzootic cycles of Puumala hantavirus in great
Britain. Epidemiol Infect. 2010;138(1):91-8.

49. Pikula J, Treml F, Beklova M, Holesovska Z, Pikulova J. Geographic
information systems in epidemiology-ecology of common vole and
distribution of natural foci of tularaemia. Acta Vet Brno. 2002;71(3):379-87.

50. Bolin C, Brown C, Rose J. Leptospirosis and other potential zoonoses in
water. In: Cotruvo JA, Dufour A, Rees G, Bartram J, Carr R, Cliver DO, Craun
GF, Fayer R, VJP G, editors. Waterborne zoonoses. UK: World Health
Organization. IWA publishing; 2004. p. 323-33.

51. Kallio ER, Klingstro J, Gustafsson E, Manni T, Vaheri A, Henttonen H, et al.
Prolonged survival of Puumala hantavirus outside the host: evidence for
indirect transmission via the environment. J Gen Virol. 2006;87(8):2127-34.

52, Chadsuthi S, Wong-ekkabut J, Triampo W, Doungchawee G, Triampo D.
Comparison of the effects of UV-A radiation on Leptospira interrogans
serovar Bataviae, Canicola and Pomona. African J Biotechnol. 2010,9(21):
3196-206.

53. Wong-ekkabut J, Chadsuthi S, Triampo W, Triampo D, Krittanai C.
Leptospirosis research: response of pathogenic spirochete to ultaviolet-a
irradiation. Afr J Biotechnol. 2009;8(14):3341-52.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

* Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at .
www.biomedcentral.com/submit () BiolVled Central



http://statoids.com/ukr.html

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study areas
	Data collection
	Statistical analysis

	Results
	Discussion
	Conclusions
	Additional file
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Publisher’s Note
	References

