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Introduction

   In Japan, the circumstances surrounding food 
has drastically changed due to development of 
the social economy and technological progress in 
recent years.  A variety of food is on the market 
thanks to the improvement of production and 
processing technologies, as well as expansion 
of the area for distribution and globalization of 
food to contribute to diversification of our diets.  
However, on the other hand, people have anxieties 
for food further because of various problems as 
the outbreak of bovine spongiform encephalopathy 
(BSE), pesticide residue detected from import farm 
products, detection of toxic chemical substances 
from imported food and tableware, contamination 
to food of the genetically-modified crops which 
the safety is not assessed, and scandals of 
camouflage of production areas and ingredients 
of food products. Moreover, extensive outbreaks 
of food poisoning caused by new pathogenic 
microorganisms have presented problems with 
public health management.
   Recently, norovirus has gained a lot of attention 
concerning the safety management of food.  This 
is mainly because the number of infected persons 
tends to increase, due to the virus transmission via 
not only food (so-called food poisoning) but also 
feces and vomit of infected persons (so-called a 
infectious disease). Another reason of the attention 
is the microbiological characteristics of the virus, 
which leads the difficulty to multiply the virus in 
cultured cells. The reason is the barrier to hinder 
the studies about norovirus, resulted in lack of 
scientific information about the virus, such as how 
the virus would be distributed in our daily lives 
and the inactivation of the virus. Therefore, the 
researchers have failed to develop the necessary 

and sufficient measures to prevent the virus 
infection. As the extensive outbreaks of food 
poisoning or infectious disease caused by norovirus 
have become remarkable around the world, various 
research and development for the virus control 
have been actively conducted. However, it is still 
too soon to make the result. The lack of sufficient 
countermeasures against norovirus is in contrast to 
the established measures to prevent and control the 
food poisoning caused by salmonella spp. and so 
on. 
   Accordingly, preventative measures against 
food poisoning and infectious disease caused 
by norovirus should greatly contribute to the 
improvement of the public health of the world 
in the future. If a new measure to control the 
virus is invented, it should be valuable in the 
viewpoint of microbiology.  This paper outlines 
the food poisoning and infectious disease cause 
by norovirus, focusing on the outbreaks and the 
trend of research and development for the virus 
control in Japan in order to take future preventative 
measures against the virus.

Microbiological characteristics of 
norovirus[1,2]

2-1  Name
   Norovirus was discovered in the gastroenteritis 
patients from the mass-poisoning in an elementary 
school of Norwalk, Ohio, the United States in 1968.  
It was called SRSV , a small round structured 
virus (Figure 1) first based on a morphologic 
classification observed by the electron microscope, 
or sometimes called Norwalk-like virus.  The name 
of the virus “norovirus” was authorized by the 
International Committee on Taxonomy of Viruses 
(ICTV). Subsequently, the name has been used as 
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[NOTE 1]
Study on the experimental infection with 
norovirus in pig-tailed macaques showed that 
the infected animals had symptoms similar to the 
ones in human cases. Additionally the infection 
in pigs was reported, however, valid animal 
model for norovirus infection has not been 
established yet.

the common name in the world. 

2-2   Virus structure and type 
   Norivirus has the cupped surface and single-
stranded RNA as the genome, encoding two 
kinds of structural protein, VP1 and VP2 (virus 
particle).  Although the virus structure is simple, 
the genotype of the virus is diversified. Norovirus 
is classified into GI and GII in general and the 
groups are respectively classified into 15 and 18 
or more genome types.  Therefore, it is considered 
that 30 or more norovirus genotypes currently 
exist. In addition, it is assumed that norovirus has 
the high mutation rate, which is a characteristic of 
RNA viruses. New genotypes of norovirus have 
been detected even now, and the total number of 
the virus genotypes may be quite large.

2-3   Virus growth and situation of study 
   Norivirus is thought to multiply only in the 
human intestinal tract. From the previous studies, 
it is considered that a large amount of the virus 
could be egested with feces from the human body 
after the virus growth in the intestinal tract. The 
number of virus particles in the feces is speculated 
as hundreds of millions per gram in terms of feces. 
   Norovirus can cause human infection only with 
10-100 of the virus particles. The virus does not 
multiply in food or the environment, which is one 
of the characteristics of viruses, while it has the 

strong infectivity in humans. In addition, the virus 
is thought to retain the infectivity for relatively a 
long time in river or sea water. In the experiment 
with feline calicivirus related to norovirus, as to be 
mentioned below in 2-4, it was revealed that the 
virus retained the infectivity under the temperature 
of 4°C for 2 months, a room temperature for 2 
weeks and 37 °C for about one week. The result of 
the experiment shows that rivers and sea water 
provide good conditions for maintaining the virus 
infectivity.
   There is no report about the system for replication 
of norovirus in cultured cells (living cells outside 
the tissues of humans or animals from which they 
were obtained) and the animal models of human 
norovirus infection are under development.[NOTE 1]  
Therefore, the previous studies failed to obtain the 
native virus that has the infectivity to humans. In 
addition, the methods of experiments to analyze the 
details of either the vital dynamics or pathogenicity 
to human have not been established yet. Moreover, 
the distribution of the virus in human body or our 
living environment has not been fully analyzed. 
Regarding antiviral drugs, it is also difficult to 
develop them because of its simple virus structure. 
The difficulty is due to the limitation of the 
possible sites of the virus which the antiviral drug 
targets for inhibiting the synthesis of the virus 
structural proteins. Furthermore, the development 
of antiviral drugs and vaccines which are effective 
in all virus genotypes is difficult since the number 
of the genotypes is large. 

2-4   Virus infectivity
   As explained above, the methods for in vitro 
replication of norovirus are unavailable since 
the virus cannot multiply in cultured cells at this 
moment. The condition on inactivation of the virus 
has been presumed from the experiments in which 

Figure 1 : An electron microscopy image of norovirus

Source : Provided by Dr. Osamu Nishio, 
the National Institute of Infectious Diseases
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the viruses related to norovirus are applied. To 
take feline and dog caliciviruses as examples, the 
conditions on the inactivation of the viruses have 
been already demonstrated, because the viruses 
can multiply in cultured cells. Therefore, the 
conditions on the inactivation of the calciviruses 
are extrapolated to the one of norovirus. According 
to the experimental data on the above caliciviruses, 
norovirus is assumed to be completely inactivated 
under the temperature 85 °C for one minute or more.  
Norovirus is also thought to be partially resistant 
to chlorine agents. Therefore, it is recommended 
to use sodium hypochlorite solution containing 
around 1,000ppm of chlorine to inactivate the virus 
in feces of infected persons and on livingwares. 
Specifically, it is considered that the feces and 
livingwares should be soaked in the solution 
containing 1,000ppm of chlorine for one minute 
and 200ppm for 5 minutes. For feces and vomit in 
which a lot of organic matters are contained, the 
solution containing 1,000ppm of chlorine should be 
appropriate.[3] Furthermore, 70% ethanol solution, 
which is used for general sterilization, is thought to 
need the soaking for 5 minute or more to inactivate 
norovirus. Therefore, the spraying of 70% 
ethanol solution is considered to be insufficient 
to completely inactivate the virus. On the other 
hand, cationic soap is thought to have little effects 
to inactivate the virus. However, hand wash with 
the soap can eliminate the virus, which is a quite 
effective measure for preventing virus infections in 
general.

2-5  Method for detection
   Since a large amount of norovirus exists in feces 
of the infected persons, the electron microscopic 
observation on the virus particles has been 
applied popularly to detect the virus. On the other 
hand, the methods based on genetic engineering 

technique have also applied to detect virus genes 
and virus structural proteins in recent years. The 
characteristics, issues and situation of research and 
development of the methods are described in 5-1.

Characteristics of food poisoning 
and infectious disease caused 
by norovirus 

   As described above, the knowledge about the 
dynamics and pathogenicity of norovirus in 
humans has been insufficient. Most of the below 
information are based on the reports about the 
analysis of virus genes.

3-1  Factors affecting virus infection in humans
   When a virus infects humans, the virus binds first 
to the surface of human cells. The site of human 
cells to bind to the virus is called "receptor".  In the 
case of norovirus, the experiments with norovirus 
structural proteins suggest that the sugar chains 
existed in the human intestinal epithelial cells 
might be the receptor.[NOTE 2] The sugar chains 
exist also on the erythrocytes and in the saliva of 
human, known as the histo-blood group antigens 
to determine the blood group of human. Therefore, 
the blood group and the infectivity of norovirus are 
speculated to have a close connection.[4,5]

3-2  Route of infection to human	
   Norovirus is known to be transmitted in several 
ways. The routes via food and water are also 
assumed as well as human feces. The former is 
considered as a food poisoning[NOTE 3] and the latter 
is an infectious disease.
   The routes are shown below and Figure 2 (the 
numbers in Figure 2 corresponds to each item 
(1)-(4).[6,7] 

[NOTE 2]
The term ‘sugar chain’ refers to a compound which consists of covalently-added monosaccharide. It is 
bonded with protein and lipid. As shown in 2-3, norovirus does not multiply in cultured cells established 
currently and its structural proteins cannot be extracted, therefore the virus structural protein was 
synthesized by genetic engineering technique, based on the reports about the analysis of virus genes in the 
study.
[NOTE 3]
A term “food poisoning” is defined by the Food Sanitation Law (the latest revision: June 7, 2006, Law No. 
53), as “a poisoning attributable to food, food additives, apparatus or containers or packages”.

3
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(1) Norovirus exists in feces and vomit of infected 
persons. The virus is transmitted from person to 
person via hands washed insufficiently after using 
the bathroom, or the droplets of the vomit or fecal 
matters of the infected persons (an infectious 
disease). It is possible for the virus to be excreted 
in feces of infected persons for about one week 
to more than one month, even after the persons 
recovered from symptomatic infection.

(2) Norovirus is transmitted via food which is 
contaminated with norovirus by infected food 
handlers (food poisoning). A food handler refers to 
people in a cooking service, cooks at mass feeding 
facilities such as restaurants and schools and people 
who cook at home.

(3)  Norovirus is transmitted by eating raw or 
uncooked bivalves which are contaminated with 
norovirus (food poisoning). Bivalves have a 
possibility of norovirus contamination because 
the virus is transmitted from sewage, river water, 
seawater to bivalves, resulted in accumulation of 
the virus into the mid-gut gland of the bivalves.  
This phenomenon is affiliated with lack of 
efficiency of the current sewage treatment system 
for completely excluding norovirus.

(4)  Norovirus is transmitted by the intake of well 
water or water tapped from a portable water-supply 
system (food poisoning). 

   Norovirus cannot multiply in the environment 
and the amount of the virus is relatively small 
except in the sewage water containing human feces. 
Therefore, it is difficult to conduct a survey of the 
contamination of the virus in the environment. On 
the other hand, the distribution of norovirus in the 
environment such as above (3) and (4) has been 
gradually clarified by applying the method to detect 
virus genes.[8] The amount of the virus existed in 
the environment is assumed to vary depending on 
the status of human norovirus infection in a sewage 
area, the difference of the water treatment capacity 
of each sewage treatment facility, and the increase/
decrease of river water or the shift in ocean current. 
Figure 3 shows some examples.[9]

   Generally speaking, the overall picture of 
norovirus contamination in Japan has not been 
fully identified. In parallel with the surveillance 
of human norovirus infection, the long term and 
nationwide study on norovirus contamination in the 
environment should be promoted in the future. 

Figure 2 : Route of norovirus infection in humans
Prepared by the STFC based on the documents issued by the Ministry of Health, 
Labour and Welfare[6]and the National Institute of Infectious Diseases[7]

Figure 2. Route of norovirus infection in humansg

Source: Prepared by the STFC,based on the documents issued by the Ministry of Health, 
6) 7)

Humans

Labour and Welfare6)and the National Institute of Infectious Diseases7)
※ 1 Starting point as for the infected person
※ 2 One of Molluscous organ
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3-3  Clinical symptom[2] and treatment for food 
poisoning and infectious disease 

   There are little knowledge about the relation 
between the amount  of  norovirus and the 
appearance or the severity of the symptoms in 
food poisoning and infectious disease caused by 
norovirus. 
   It is generally considered that the symptoms of 
norovirus infection usually appear within 24 to 
72 hours after the initial infection. The prominent 
symptoms are vomiting, diarrhea and abdominal 
pain and most of them recovered naturally within 
a few days. The symptoms may sometimes be like 
a mild cold such as headache, fever, chills, muscle 
aching, pain of the throat, and fatigue or a so-called 
inapparent infection without certain symptoms. 
However, it was reported that young children and 
elderly people had more serious symptoms than the 
ones shown above.
   Since the duration of immunity against norovirus 
is considered to be relatively short as 6-14 weeks 
after the infection and there are many norovirus 
genotypes, people tend to be infected with the 
virus many times. The effective antiviral drugs and 
vaccines are not currently available and the medical 
treatment for the virus infection is limited to fluid 
replacement and so on. Therefore, the particular 
medical care for the infection would be needed 
for young children and elderly people who have 

potential to be suffered from a serious symptom by 
norovirus infection. 

Situation in food poisoning and 
infectious disease caused by 
norovirus

   As described in Chapter 3, norovirus infection 
can be considered as food poisoning and infectious 
disease.  Regarding the food poisoning, the disease 
has been surveyed at national level in Japan, while 
the disease has not been surveyed systematically 
in foreign countries. In the countries, most of 
norovirus infection have been reported to be 
included in the category of infectious disease. 

4-1   Situation of food poisoning in japan 
        – food poisoning statistics[10]

   The outbreak of food poisoning caused by 
norovirus has been compiled as the "Food 
Poisoning Statistics" by the Ministry of Health, 
Labour and Welfare, which is obligated by the 
"Food Sanitation Law" (the latest revision: June 7, 
2006, Law No. 53). This statistics has reported the 
cases of food poisoning caused by norovirus as one 
of the targets.
   The statistics revealed that there were many cases 
of food poisoning caused by norovirus. As shown 
in Figure 4 and 5, the food poisoning caused by 
norovirus accounts for 13.9- 33.5% of the total 
number of the outbreaks of food poisoning during 
the period in 2001-2006. The ratio of the patients 
infected with norovirus out of all persons affected 
by food poisoning is 28.5- 70.8% for that period. 
Compared to the cases caused by other agents of 
food poisoning, the outbreaks caused by norovirus 
are third-most in 2001-2003, second-most in 2004 
and the most in 2006. The number of the patients 
is the highest during 2001-2006. For instance of 
the year 2006, the outbreaks caused by norovirus 
account for 33.5% (499 cases out of 1,491) and the 
patients for 71% (27,616 patients out of 39,026 in 
the total number). There are no dead from the food 
poisoning caused by norovirus in the same year. 
   As the source of the food poisoning caused by 
norovirus, composite food products provided by 
restaurants or hotels and lunch boxes are reported.   
In 2005, about 56% of all the cases caused by 
norovirus was attributed to composite food 

Prepared by the STFC based on documents issued by the 
Food Safety Commission, Microbe/Virus Joint Meeting[9] 

Figure 3 : Existence of norovirus in the environment

(Survey on the amount of virus in water and oysters 
collected in a designated area in Japan, 
by the method to detect virus genes)

Figure 3. Existence of norovirus in the environment
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products. In this cases, Sushi, bread, sandwiches, 
sashimi (raw fish), which people might touch 
directly during cooking, are reported frequently. 
Therefore, direct or indirect contamination of 
the virus from food handlers in the process of 
cooking or serving is assumed as the main cause 
for food poisoning caused by norovirus. Oysters 
are also known to be the causative agent of the 
food poisoning, however, the ratio of the outbreaks 
out of all cases of norovirus food poisoning has 
reduced significantly year by year; about 54% 
in January 2001 to October 2003 (154 of 287 
cases), about 11 % in October 2003 to October 
2005 (30 of 265 cases) and about 2.2% (11 of 499 
cases) in 2006. Two reasons may be assumed for 
this trend. First, the monitoring of norovirus has 
been promoted in the process of production and 
processing of oyster breeding by the Ministry 
of Agriculture, Forestry and Fisheries, local 
governments and the related business, leaded 
to the decreased number of contaminated raw 
oysters on the market.[11] Secondly, the practice of 
appropriate cooking recipes of oysters has become 
popular among people due to the active guidance 
of the Ministry of Health, Labour and Welfare, 
local institutes for public health or the related 
corporations.
   Regarding the outbreaks of norovirus food 
poisoning per facility, the majority of the outbreaks 

was reported from restaurants. The data in 2006 
shows that about 58% of food poisoning caused 
by norovirus is reported from restaurants, about 
34% from catering or offices, and about 2% from 
hospitals and schools.
   Although the food poisoning caused by norovirus 
has been reported anytime of the year, the disease 
has the seasonal variation. The outbreaks of the 
disease tend to increase from around November 
and are peaked in December and January. The 
seasonality is in contrast with the frequent 
outbreaks of bacterial food poisoning such as 
salmonellosis in early summer to autumn.
   A shown in Figure 5, the food poisoning caused 
by norovirus tends to increase.  The reason is 
assumed to be not only an increase of the number 
of the outbreaks of norovirus food poisoning, but 
also the development of the methods to detect the 
virus described in Chapter 5 and an increase of 
the reports on the cases due to proliferation of the 
knowledge concerning the virus infection.[6]

4-2 Situation of Infectious Disease Outbreaks 
in Japan – Infections Disease Surveillance 
Report 

   The outbreaks of infectious disease caused by 
norovirus have not been surveyed independently, 
but as one of infectious gastroenteritis. The 
infectious gastroenteritis is the disease with 

Figure 4 : Outbreak of food poisoning in Japan (Top 3 
causative microbes)

Prepared by the STFC based on the Food Poisoning Statistics 
by the Ministry of Health, Labour and Welfare[10]

Source: Prepared by the STFC, based on the Food Poisoning Statistics by the 
Ministry of Health, Labour and Welfare10)

Figure 4. Outbreak of food poisoning in Japan (Top 3 causative 
microbes)
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Figure 5 :Number of food poisoning patients in Japan (Top 3 
causative microbes)

Prepared by the STFC based on the Food Poisoning Statistics 
by the Ministry of Health, Labour and Welfare[10]

Figure 5.  Number of food poisoning patients in Japan (Top 3 causative microbes)

Source: Prepared by the STFC, based on the Food Poisoning Statistics by Ministry of 
Health, Labour and Welfare 10)
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symptoms of vomiting and diarrhea, which is 
stipulated as one of Category V infectious disease 
under the Law Concerning the Prevention of 
Infectious Diseases and Medical Care for Patients 
with Infectious Diseases (the latest revision: May 
2, 2008, Law No. 30, hereinafter the Infectious 
Disease Control Law).[NOTE 4] The persons suffered 
from the disease are reported from about 3,000 
pediatric medical institutions, though the report 
does not show the total number of the patients 
in specific. According to the report, 874,241-   
1,148,958 people were suffered from the disease 
during 2001-2006.[6]

4-3 Situation of food poisoning/infectious 
disease outbreak in other countries

   The systems for surveying food poisoning or 
infectious disease caused by norovirus vary among 
countries. Food poisoning or infectious disease are 
considered to be often caused by not only norovirus 
but also other pathogenic microorganisms in Africa 
or part of Asian countries, where the sanitary 
control is insufficient. In the regions, it is difficult 
to obtain the reports on the outbreaks of such 
diseases because the surveillance has not been 
systemized yet. 
   On the other hand, many cases of the infectious 
gastroenteritis cause by norovirus have been 
reported from European countries and the U.S., 
but the survey methods are different among the 
countries. Therefore, it should be noted that the 
below results cannot be compared simply among 
the countries. 
   In Europe, the Food Borne Viruses in Europe 
Network (FBVE) has summarized and disclosed 
the outbreaks of infectious gastroenterit is 
caused by norovirus in 14 member nations.[12,13] 
According to the report, the number of epidemic 
outbreaks and people suffered from the disease 
remarkably increased in October and November 
in nine countries including Hungary, Germany, 

Netherlands, Denmark, Ireland, Finland, Norway, 
U.K. and Sweden, in comparison with the same 
period in 2004 and 2005 in the nations (Table 1). 
   In the United States, the outbreaks of infectious 
gastroenteritis caused by norovirus have not been 
surveyed regularly before 2006, however they 
have been surveyed currently by the Centers for 
Disease Control and Prevention (CDC), because 
of the concern of frequent outbreaks of the disease 
in the country.[14] The survey showed that 382 
cases of 1316 acute gastroenteritis outbreaks in 
24 states in October to December in 2006 were 
caused by norovirus. It also showed that the virus 
caused 69 cases of the gastroenteritis in California, 
47 cases in Minnesota and 37 cases in Michigan. 
The outbreaks increased for 18-800% in 22 states, 
compared to the same period of 2005. The highest 
is 800% in Michigan, 490% in New York, and 
445% in California.

Countermeasures against food 
poisoning/infectious disease 
caused by norovirus

   Regarding the countermeasures against food 
poisoning and infectious disease caused by 
norovirus, it is necessary to control the virus in 
human and food as well as sewage, river and 
sea water by thought of the microbiological 
characteristics and routes of infection. The virus 
control has two aspects to consider: personal and 
public hygiene.  
   The personal hygiene means that people should 
cook food well, wash their hands thoroughly, 
keep cooking equipments clean and properly 
treat feces and vomit of persons infected with 
norovirus in order to eliminate the virus from the 
living environment. As shown in 4-1, more than 
half of the outbreaks of food poisoning caused by 
norovirus have been reported from restaurants. 
Therefore, food handlers in the facilities are 

[NOTE 4]
In the Law Concerning the Prevention of Infectious Diseases and Medical Care for Patients with Infectious 
Diseases, about 100 infectious diseases were categorized in Category I-V on the basis of the infectivity or 
severity of the diseases, as well as to define the designated infectious disease, new infectious disease and 
other infectious diseases such as new type of influenza. The infectious diseases of Category V should be 
prevented by the disclosure of information to Japanese nationals and health professionals, based on the 
results of surveillance of the diseases conducted by the government.

5
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required to place strict sanitary control rules for 
keeping the facilities clean. Furthermore, the 
countermeasures against both food poisoning 
and infectious disease should be enhanced in 
nursery schools, schools, nursing facilities which 
provide accommodation for young children and 
elderly people who are likely of being severely 
affected from the virus. It is also important for the 
individuals including food handlers in the facilities 
to voluntarily keep the area clean in order to 
prevent the epidemic infection among people. The 
daily sanitation management by individuals is the 
key to control norovirus infection. The importance 
of the preventative measures taken by individuals 
has been known in Japan, due to the guidance by 
the related ministries and medical institutions.[6,15]

   Meanwhile, the public hygiene means the 
understanding of the situation of norovirus 

contamination in human population, food, sewage, 
river and sea water and the elimination of the 
virus. Promotion of the countermeasures against 
norovirus infection requires the development of 
both comprehensive method to detect norovirus 
and effective and efficient method to eliminate or 
inactivate the virus. In Chapter 5, the trend of such 
research and development for the countermeasures 
is outlined to extract the technical requirements to 
control norovirus in the future. Moreover, the risk 
assessment of human norovirus infection, which 
is necessary for summarize the countermeasures 
against food poisoning and infectious disease 
caused by norovirus, is described. General 
information about the countermeasures can be also 
seen in  reference.[16]

Country Norovirus activity 
increased

Number of cases or clinical specimens in subject countries ※ 1

2006 2005 2004

Germany Yes 604 outbreaks 184 outbreaks 514 outbreaks

Denmark Yes 249 samples 38 samples 222 samples

Spain No 2 cases 6 cases 12 cases

Finland Yes Up to 120 cases Up to 10 cases Up to 10 cases

France No 3 outbreaks 1 outbreak 2 outbreaks

U.K. Yes 768 outbreaks 
756 samples

83 outbreaks
281 samples

374 outbreaks 
682 samples

Hungary Yes 81 outbreaks 17 outbreaks 24 outbreaks

Ireland Yes 7 outbreaks No outbreak 22 outbreaks

Italy Unknown No report No report No report

The Netherlands Yes 36 outbreaks 5 outbreaks 68 outbreaks

Norway Yes Up to 160 cases Up to 65 cases Up to 35  cases

Sweden Yes Up to 400 cases Up to 50 cases Up to 350 cases

Slovenia Yes ※ 2 7 outbreaks 6 outbreaks 5 outbreaks

Table 1 : Norovirus infection in Europe

Prepared by the STFC based on the Reports from the Food Borne Viruses in Europe Network, FBVE[12,13]

This survey is based on the email questionnaire to 13 FBVE member countries (the number of current 
member countries are 14, including Austria) . The research institutes designated by the governments made 
the report.
※ 1 The reports vary depending on countries, assuming because one outbreak or case may include 

multiple patients (samples).
※2  The report shows the tendency of increase, though it is not so remarkable.
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5-1  Research and development for detection 
of norovirus

   Table 2 shows the major methods to detect 
norovirus.[17-22] The method to detect virus particle 
by use of electron microscope was developed first, 
which enables the detection of the virus without fail 
in the case of existing one million virus particles 
or more per milliliter of feces sample. The method 
is used as highly credible and popular measure for 
detection of norovirus by the experts.
   The methods to detect virus genes have also been 
widely used for the diagnosis of food poisoning 
and infectious disease caused by norovirus and 
for the specification of the causes of the disease. 
Reverse transcription polymerase chain reaction 
(RT-PCR) and the real time PCR methods are also 
used as official methods designated by the Ministry 
of Health, Labour and Welfare. However, the 
method to detect virus genes is not available for all 
cases. As the specific condition settings for each 
genotype of norovirus are required, more than 30 
genotypes and new ones, as shown in 2-2, might 
not be detected by a uniform method.
   Other methods such as enzyme-linked immunosorbent 
assay (ELISA) and immunochromatography have been 
used to detect the virus structural proteins. ELISA 
has been authorized as diagnostic medicine. The 
method applies the antibodies against the virus 
structural proteins which are synthesized by genetic 
engineering technique, in order to detect the virus 
proteins. The method has become popular because 
of the lower cost relatively less than that of other 
methods and its simple operability. However, an 
attention for false negative cases is needed since 
the sensitivity to detect the virus structural proteins 
is relatively low in comparison with the other 
methods. 
   Generally for the reliable detection of norovirus, 
the method by use of electron microscope is 
preferred. The method to detect virus genes is 
better in viewpoint of sensitivity. With regards 
to  the  cos t  and  convenience ,  ELISA and 
immunochromatography are superior to other 
methods. Therefore, the above methods are used 
depending on the situation and demands, however, 
the methods should be further improved to enhance 
the credibility of the assessment results. It is 
also necessary to pay attention to a possibility of 
overestimation of the amount of the virus detected 

by the method for virus genes, because the methods 
detect the parts of virus genome, not measure 
the level of the infectivity. In order to eliminate 
the possibilities, a virus detection system with 
higher credibility should be urgently established 
by the combination of developing the method to 
detect infectious virus using cultured cells and 
the current methods to detect virus genes. In this 
case, the method to detect virus genes is expected 
to be used for screening of many specimens while 
the method to detect infectious virus is used for 
concrete diagnosis in the future. Additionally, 
the virus detection system is desired to be further 
simplified in operation so that it can be widely used 
for human, food and environment water.
   Furthermore, a new method to eff iciently 
detect a very small amount of norovirus in the 
environment should be developed and applied for 
the virus detection system described above. As 
shown in 2-3, since norovirus dose not multiply 
in the environment and the amount of the virus 
in the environment might be very small, it is 
difficult to efficiently detect the virus under such 
conditions. In order to detect the virus from a 
large area of environmental water such as river 
or ocean, another method to filter a large amount 
of the water and make high concentration of 
the water should be developed. Currently, the 
membrane treatment system is widely applied. As 
examples, there are the method using positively 
charged membranes and the one to concentrate 
the virus by adsorption to and elution from a 
negatively charged membrane, with the insertion 
of an acid rinse step.[NOTE 5] However, the methods 
have good and bad points so that it should be 
selected depending on the purposes.[19] Thus, a 
new method which has broad utility and detects 
the virus more effectively and simply should be 
developed in the future. 

5-2  Research and development for elimination 
and inactivation of norovirus

   As described above, norovirus multiplies only 
in the human intestinal tract and is transmitted to 
other people or spread in the environment through 
feces and vomit of persons infected with the 
virus. Therefore, the countermeasures against the 
food poisoning and infectious disease caused by 
norovirus require the elimination and inactivation 
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of the virus from infected persons, food, sewage, 
river and seawater.
   Among the countermeasures, in particular, the 
treatment of sewage including a large amount 
of feces is extremely important. The methods to 
eliminate and inactivate general microorganisms 
in sewage are membrane filtering, chlorination, 
ultraviolet treatment, ozonation, and activated 
sludge method by use of edaphon which can 
absorb and resolve underwater organic matters. 
These methods have contributed to the effective 
elimination and sterilization of Escherichia coli 
spp., which is used as an indicator of contamination 
of feces in water.  However, the methods mentioned 
above are still inadequate for elimination and 
inactivation of norovirus, because the virus remains 
in sewage, river and seawater after applying the 
methods.  The research and development for the 

elimination or inactivation of norovirus in the 
process of sewage treatment have been actively 
promoted in recent years.
   On the other hand, various methods have 
been developed for elimination and inactivation 
of norovirus, which might exist in bivalves, 
livingware such as clothes, cooking equipments 
and water used for daily life such as bathtub 
water. Table 3 shows the outline of the situation of 
research and development for the elimination and 
inactivation of norovirus in Japan, including the 
above method for the sewage treatment.[23-27]

   The effectiveness of the methods shown in 
Table 3 is examined by using the viruses related to 
norovirus, as shown in 2-4 and the method to detect 
virus genes referred in 5-1. However, the efficacy 
to eliminate or inactivate infectious norovirus has 
not been directly verified. Therefore, the method to 

[NOTE 5]
Both methods make use of the phenomenon that norovirus particles are negatively charged in the 
environmental water. In particular, the latter is known as a method adapted to the detection of norovirus 
genes by PCR, with the aid of newly developed liquid which can elute the virus from the membrane. See 
Reference[19] for details.
[NOTE 6]
Risk analysis means a framework for the prevention of adverse effects on the health of humans or 
minimize the risk of the adverse effect. The analysis consists of 3 items: risk assessment, risk management 
and risk communication. An interaction among the items should provide better results.  The Ministry of 
Agriculture, Forestry and Fisheries also discloses the risk profile sheet.[30]

Examples Assumed subject 
for application

Elimination 
of virus

Elimination by 
membrane

-Absorb the virus in sewage to activated sludge and 
eliminate it by separation of sludge and sewage by a 
membrane (membrane separation and activated sludge 
method)

-Sewage etc.

E l i m i n a t i o n 
by ster i l ized 
seawater 

-Culture oysters in sterile seawater by ultraviolet rays and 
eliminate the virus from the oysters. The system is based 
on the characteristics that oysters filter seawater for their 
breath and predation

-Oysters

Inactivation 
of virus

Inactivation by 
drugs

-Inactivate the virus by ethanol, DDAC (didecyldimethyl 
ammonium chloride) and alkali agent -Daily life tools etc.

Inac t i vat ion 
by ultraviolet 
treatment

-Inactivate norovirus by ultraviolet irradiation -Sewage, seawater
-Oysters etc.

Inactivation by 
ozonation

-Inactivate the virus by action of free radical development at 
ozonolysis

-Sewage
-Daily life water 
(e.g. bathtub water)

Inactivation by 
micro-bubbles

-Inactivate the virus through the use of electrostatic charge 
of microbubbles and free radical development induced by 
compression of the bubbles

-Sewage
-Oyster etc.

Table 3 : Outline of research and development for elimination/inactivation of norovirus in Japan

Prepared by the STFC based on Reference[23-27]
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detect infectious virus using cultured cells should 
be developed in order to develop not only the virus 
detection system but also the effective method to 
eliminate and inactivate the virus.
   Next, the research and development for the 
medical treatment and preventative measures 
against food poisoning and infectious disease 
caused by norovirus, should be promoted. The 
pathogenicity of norovirus has not been fully 
analyzed, because valid animal models for the virus 
infection have not been established. Additionally, 
effective antiviral drugs and vaccines have not 
been developed yet, as described in 2-3. Therefore, 
the research and development for the medical 
treatment of persons infected with the virus and 
preventative measures against the virus infection 
should be promoted by developing the animal 
model for the virus infection or the alternative 
method for the animal model. 

5-3  Trial on risk assessment - development of 
risk profile by the foodsafety commission 

   As one of the comprehensive preventative 
measures against food poisoning and infectious 
disease caused by norovirus, the Food Safety 
Commission under the Cabinet Office in Japan 
has drafted the “Risk Profile for Risk Analysis of 
Norovirus Infection” (draft)[28][NOTE 6] to promote 
the analysis of the degree and ratio of negative 
impacts on human health caused by norovirus 
infection. This is one of the projects for the 
assessment of the effects on human health due to 
food intake under the Food Safety Basic Law (the 
latest revision: March 30, 2007, Law No. 8).  The 
risk profile will contribute to assess the risk for 
human health regarding food intake and to reflect 
the results to the risk management conducted by 
the related administrative organizations, leaded 
a comprehensive promotion of the food safety 
policies.[29]

   The above risk profile shows the summary of the 
information which is needed for the risk analysis 
of food poisoning and infectious disease caused by 
norovirus. In the profile, there is the information 
about the three items including “Hazard Related 
Database”, “Exposition Evaluation” and “Health 
Hazard Analysis”. According to the profile, the 
Food Safety Commission has collected and 
consolidated the information necessary for the risk 

analysis. 
   Figure 6 shows that the information of the risk 
profile is still insufficient for the risk assessment 
of food poisoning and infectious disease caused 
by norovirus. In order to gain the information, it is 
essential to elucidate the distribution of the virus 
in human population, food and the environment 
by developing a highly sensitive and effective 
virus detection system, in combination with 
the method to detect the infectious virus using 
cultured cells and animal models for the virus 
infection. In addition, the surveillance specific 
for norovirus infection needs to be conducted to 
identify the distribution of the virus in human 
population, in addition to the current survey on 
the infectious gastroenteritis including norovirus 
infection. Effective preventative measures against 
food poisoning and infectious disease caused by 
norovirus will be available when the risk of the 
virus infection will be assessed by the sufficient 
information and the result of the assessment will be 
reflected to the risk management conducted by the 
administrative organizations. 

Conclusion

   Norovirus multiplies only in the human intestinal 
tract and continues to exist in human society in 
the case where human lives in a high density 
and there are water environments conducible 
to help the virus to maintain the infectivity 
for a long time. The overcrowded population 
that is forecasted worldwide shows a risk of 
accelerating the circulation of norovirus in the 
human society as well as a wide distribution of 
the virus in the environment. Thus, it is necessary 
to identify the distribution trend of norovirus in 
human population, food and the environment and 
take appropriate measures for elimination and 
inactivation of the virus. At the same time, the 
pathogenecity of norovirus should be also clarified, 
for the future development of the methods for 
effective prevention and medical treatment of the 
virus infection. The norovious control requires the 
development of the virus detection system and the 
methods for elimination and inactivation of the 
virus. These methods should not be accomplished 
without the method to detect the infectious virus 
using cultured cells or animal model for the 

6
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infection. The fundamental studies on norovirus, 
directly linked to its control, should cross the fields 
as microbiology, public health, food hygiene, water 
service engineering and will require a joint activity 
by the administration, research institutes including 
universities, medical institutes and the related 
business. As well as the fundamental studies, a 
partnership between the related organizations 
as above should be also enhanced in usual and 
emergent situation, ranging from the prevention 
of the infection to the medical treatment for both 
normal and emergency situations. 

Acknowledgement
   I would like to express my sincere gratitude 
to Mr. Osamu Nishio, an affiliate fellow of the 
National Institute of Infectious Diseases for 
valuable opinions in general and Dr. Nobuhiko 
Okabe, a director of the Infectious Disease 
Surveillance Center, the National Institute of 
Infectious Diseases for many reference materials in 
writing this report. 

References
[1]      Infectious Diseases Weekly Report (IDWR), 

Infectious Disease Surveillance Center, 
National Institute of Infectious Diseases, 
Norovirus Infection,revised March 16, 2007 :
ht tp://idsc.nih.go.jp/idwr/kansen /k04/
k04_11/k04_11.html (Japanese)

[2]     Nishio O., Norovirus Infection, Public Health 
vol71,No.12, 2007 (Japanese)

[3]    Infectious Disease Surveillance Center, 
National Institute of Infectious Diseases, 
Norovirus infection and its countermeasures/
prevention (for health professionals and staffs 
worked for healthcare center):
http://idsc.nih.go.jp/disease/Norovirus/taio-b.
html (Japanese)

[4]    Huang P et al., noroviruses bind to human 
ABO, Lewis, and secretor histo-blood group 
antigens: Identification of 4 distinct strain-
specif ic patterns.  Journal of Infectious 
Diseases 188:19-31, 2003. 

[5]      Rockx BH, et al., Association of histo-blood 
antigens and susceptibility to norovirus 
infections. Journal of Infectious Diseases 

Figure 6 : Component and implementation procedure of risk assessment concerning 
                                              food poisoning and infectious disease caused by norovirus

Prepared by the STFC based on the documents issued by the Food Safety Commission,Microbe/Virus Joint Meeting [28]

Figure 6. Component and implementation procedure of risk assessment concerning food poisoning and infectious disease caused by norovirus

,

;
;

;
( )

;

;
;

(
)

Health hazard analysis

;
;

;

;

Figure 6. Component and implementation procedure of risk assessment concerning food poisoning and infectious disease caused by norovirus

;
;

;
( )

Health hazard analysis

;

Health hazard analysis

;;
;

;
(

)

;
;

;

;

,



Q U A R T E R L Y  R E V I E W  N o . 3 0  /  J a n u a r y  2 0 0 9

21

191:74954.2005. 
[6]    Ministry of Health, Labour and Welfare, 

Department of Foodafety, Inspection and 
Safety Division, Information related to food 
poisoning/food inspection, Q&A about 
norovirus, the latest revision December 20, 
2007:
http://www.mhlw.go.jp/topics/syokuchu/
kanren/yobou/040204-1.html (Japanese)

[7]    National Institute of Infectious Diseases, 
Infectious Disease Surveillance Center, 
Route of norovirus infection, February 16, 
2007 :
ht tp://idsc.nih.go.jp/disease/norovirus/
0702keiro.pdf (Japanese)

[8]   Kazuyoshi Y. et al., Data organization 
and analysis regarding the cases of virus 
infections via the water environment, 
(Joint research report 3), Health and labour 
sciences research grants, Policy studies on 
public administration, Health and labour 
sciences special research “Study on revision 
of water quality criteria based on the latest 
scientific knowledge” (Head researcher: 
Shoichi Kunikane) (Japanese)

[9]     Nishio O., Data concerning risk assessment 
of norovirus infection via raw oysters, 
Cabinet Office, Foodafety Commission, 
Microbe/Virus Joint Meeting, September 6, 
2005:
http://www.fsc.go.jp/senmon/biseibutu/
b - d a i8 / b i se ibu t u8 - t u i k a s i r you 2 .pd f 
(Japanese)

[10]   Ministry of Health, Labour and Welfare, 
Department of Foodafety, Inspection and 
Safety Division, Information related to food 
poisoning/food inspection, Outbreaks of 
food Poisoning: 
http://www.mhlw.go.jp/topics/syokuchu/
index.html (Japanese)

[11]   Fisheries Agency, Safety management on 
oyster breeding and production/delivery
http://www.jfa.maff.go.jp/norovirus/q4.pdf 
(Japanese)

[12]    Foodborne Viruses in Europe:
http://www.eufoodborneviruses.co.uk/

[13]   Increase in norovirus activity reported in 
Europe. Eurosurveillance Weekly 11, 14 
December, 2006.:

h t t p : / / w w w. e u r o s u r v e i l l a n c e . o r g /
ViewArticle.aspx?ArticleId=3093

[14]    Centers for Disease Control and Prevention, 
Nor ov i r u s  a c t iv i t y  - Un i t e d  S t a t e s , 
2006-2007. 
Morbidity and Mortality Weekly Report 
(MMWR). Volume 56, No.33, 842-846, 
2007. 

[15]   Japan Food Hygiene Association, Let us 
Know! Prevent it! Food Poisoning caused by 
norovirus:
http://n-shokuei2.jp/food_ poisoning/faq/
page12.shtml (Japanese):

[16]   Ministry of Health, Labour and Welfare, 
Pharmaceutical Affairs and Foodanitation 
Council, Foodanitation Division, Food 
Poisoning Subcommittee, Countermeasures 
against food poisoning caused by norovirus, 
October 12, 2007:
http://www.mhlw.go.jp/shingi/2007/10/dl/ 
s1012-5a.pdf (Japanese)

[17]   Ministry of Health, Labour and Welfare, 
Method to detect norovirus, the Notification 
No. 1105001, November 5, 2003:
http://www.mhlw.go.jp/topics/syokuchu/
kanren/kanshi/031105-1.html (Japanese)

[18]   Nishio O. (head researcher), Evaluation of 
method to detect norovirus and surveillance 
of the contamination of the virus in food, 
FY2003 Health and labour sciences research 
grants, Foodafety research project (Japanese)

[19]    Katayama H., Study on the method to detect 
viruses in the water environment (Joint 
Research Report 6), FY2005 Health and 
labour sciences research grants, Health and 
labour sciences special research project 
“Study on risk management for viruses 
existed in drinking water”, (head researcher: 
Kunikane S.) (Japanese)

[20]   National Institute of Infectious Diseases, 
Infectious Disease Surveillance Center, 
Infectious Agents Surveillance Report 
(IASR), Features of the kits for norovirus 
detection commercially available :
http://idsc.nih.go.jp/iasr/28/332/dj332a.html 
(Japanese)

[21]   Tokyo Metropolitan Institute of Public 
Health, Study on the methods to check 
norovirus infection:



22

S C I E N C E  &  T E C H N O L O G Y  T R E N D S

http://www.tokyo-eiken.go.jp/news/paper4.
pdf (Japanese)

[22]    Ebara Jitsugyo Co., Ltd., Commercialization 
of product, “Norovirus Inspection Kit” 
applying a new gene engineering technology 
(Japanese)

[23]   Katayama H., Study on virus elimination/
Inactivation by water t reatment (Joint 
Research Paper 5), Y2005 Health and labour 
sciences research grants, Health and labour 
sciences special research project “Study 
on risk management for viruses existed in 
drinking water”, (head researcher: Kunitake 
S.) (Japanese)

[24]   Murakami T., Iwasaki S., Study on the 
development of sewage treatment technology 
for ensuring safety, Annual Report of the 
Technical Development Department, Japan 
Sewage Works Agency (FY2006):
http://www.jswa.go.jp/gikai5/kanenndo-
kenkyu/h18nenpou.pdf (Japanese)

[25]    Sumishita Y. et al., Development of ethanol 
agent effective for feline calicivirus and 
various microorganisms substituted to 
norovirus, Boukin Boubai shi, vol. 35 no. 11, 
p725-732, 2007 (Japanese)

[26]   Ito T., Kubota H., Countermeasures against 
norovirus infection in eff luent treatment 
facility in fishery settlement, the Japanese 

Institute of Technology on Fishing Ports, 
Grounds and Communities: 
http://www.jific.or.jp/search/pdf_002/002_ 
17.pdf (Japanese)

[27]   Success on norovirus inactivation, National 
Institute of Advanced Industrial Science and 
Technology, 2004:
http://www.aist.go.jp/aist_ j/aistinfo/aist_ 
today/vol04_03/vol04_03_topics/vol04_03 
_topics.html (Japanese)

[28]   Cabinet Office, Foodafety Commission, 
Microbe/Virus Joint Meeting, Risk profile 
for risk analysis of norovirus infection 
(draft), April 19, 2005 (revised April 21, 
2006):
http://www.fsc.go.jp/senmon/biseibutu/
b-dai15/biseibutu15-siryou9.pdf (Japanese)

[29]   Cabinet Office, Food Safety Commission, 
Guidance for the assessment of health effect  
of exposure to microorganisms transmitted 
by food (provisional), September 2007: 
http://www.fsc.go.jp/senmon /biseibutu/
hyouka-sisin.pdf (Japanese)

[30]   Ministry of Agriculture, Forestry and 
Fisheries, Risk profile sheet for pathogenic 
microorganism concerning foodafety, 
September 4, 2006:
ht t p: //w w w.maf f .go.jp /syoh i_ an zen /
biseibutu/b-07.pdf (Japanese) 

Hiromi OMOE 
Life Science Research Unit, Senior Research Fellow, Science and Technology Foresight Center

D.V.M., Ph.D.
Studied on molecular pathology concerning human and animal diseases before the engagement 
of the current position. Has interested in science and technology policies to secure the safety 
concerning daily life elements such as food, microorganisms and chemical compounds.

(Original Japanese version: published in July 2008)



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




