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Abstract: Background: One Health is a comprehensive and multisectoral approach to assess and
examine the health of animals, humans and the environment. However, while the One Health
approach gains increasing momentum, its practical application meets hindrances. This paper investi-
gates the environmental pillar of the One Health approach, using two case studies to highlight the
integration of environmental considerations. The first case study pertains to the Danish monitoring
and surveillance programme for antimicrobial resistance, DANMAP. The second case illustrates
the occurrence of aflatoxin M1 (AFM1) in milk in dairy-producing ruminants in Italian regions.
Method: A scientific literature search was conducted in PubMed and Web of Science to locate articles
informing the two cases. Grey literature was gathered to describe the cases as well as their contexts.
Results: 19 articles and 10 reports were reviewed and informed the two cases. The cases show how
the environmental component influences the apparent impacts for human and animal health. The
DANMAP highlights the two approaches One Health and farm to fork. The literature provides
information on the comprehensiveness of the DANMAP, but highlights some shortcomings in terms
of environmental considerations. The AFM1 case, the milk metabolite of the carcinogenic mycotoxin
aflatoxin B1, shows that dairy products are heavily impacted by changes of the climate as well as by
economic drivers. Conclusions: The two cases show that environmental conditions directly influence
the onset and diffusion of hazardous factors. Climate change, treatment of soils, water and standards
in slaughterhouses as well as farms can have a great impact on the health of animals, humans and
the environment. Hence, it is important to include environmental considerations, for example, via
engaging environmental experts and sharing data. Further case studies will help to better define the
roles of environment in One Health scenarios.

Keywords: one health; environment; antimicrobial resistance; DANMAP; mycotoxins; risk analysis;
food safety; farm to fork

1. Introduction

One Health is a concept that has gained popularity during the last years, especially
since the Tripartite engagement of the World Health Organization (WHO), the Food and
Agriculture Organization (FAO) and the World Organization for Animal Health (OiE) in
2010 [1]. The Tripartite defines One Health as:

“An approach to address a health threat at the human-animal-environment inter-
face based on collaboration, communication, and coordination across all relevant
sectors and disciplines, with the ultimate goal of achieving optimal health out-
comes for both people and animals; a One Health approach is applicable at the
subnational, national, regional, and global level” [2].

Infectious zoonotic diseases are a main One Health issue, as these diseases transmit from
animals to humans and vice versa. The environment, where humans interact with farm
animals, pets or wild animals, plays an important role for disease transmission. The
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ecosystem and how it is shaped by human activities like agriculture, is an important
determinant for the risk assessment of zoonoses transmitted by wildlife [3]. Climate change
represents a crucial example of an environmental factor severely impacting wild and
domestic animal populations, food chains and human health [4-6]. Changes of the climate
like altering temperatures can play a considerable role in the spread of diseases. It can
affect the migration and adaptation of infectious pathogens like bacteria, viruses, parasites
and fungi. Through climate change, infectious pathogens may find new habitats, which
can cause diseases in new and previously unaffected geographical regions [7]. Mycotoxin-
producing fungi are an example of plant pathogens, whose incidence is modified by climate
changes. Among mycotoxins, aflatoxins are especially poisonous and these naturally
occurring toxins may contaminate feed and food and adversely affect animal and human
health [8]. Further, the carry-over of pollutants from farm animals to human food is
influenced by the environment as well as by the animal metabolism, and it is associated to
health risks for humans consuming foods of animal origin and also for animals [9].

Antimicrobial resistance (AMR) is another topic that points out the connectedness
of animals, humans and the environment. It is a global concern as it threatens the ability
to treat infections in humans, animals and plants. AMR occurs when microbes such as
bacteria, fungi, viruses or parasites change so that conventional treatments fail. Factors
that increase the selective pressure toward resistant pathogenic strains are misuse and
overuse of antimicrobial drugs in humans and livestock; inadequately tested antimicrobial
pesticides for plants; inadequately enforced agricultural regulations; as well as insufficient
awareness. AMR can spread between humans and animals and circulate through the
environment; for example, via food products [10]. The presence of toxic metals in the
environment, such as arsenic or copper, can also enhance AMR by eliciting bacterial
co-resistance or cross-resistance mechanisms [11].

The increasing threat of zoonoses and AMR highlight the importance of a One Health
approach able to cope with complex, multifaceted problems. While the One Health ap-
proach evolved especially since the Tripartite engagement of the WHO, FAO and OiE in
2010, similar approaches like farm to fork have been introduced, too [1]. The farm-to-fork
strategy was implemented by the European Union to guarantee food safety, integrating
sustainable food systems [12]. In particular, the strategy calls for a One Health perspective
applied to scientific opinions and intends to support an up-to-date regulatory framework:
the risks to human health are considered alongside the health of food-producing organisms
and the potential impact of food chain components on the environment, such as substances
used in animal feed [13].-In recognition of the need to effectively tackle complex problems,
the One Health approach is now widely appreciated for interdisciplinary research and
is integrated with the farm-to-fork strategy, currently considered in high-level strategic
documents [12,14]. For example, the report by the European Commission, “A European
One Health Action Plan against Antimicrobial Resistance”, is based on the One Health
approach, mentioning the importance of considering the human-animal-environment
interface [15]. The farm-to-fork approach is implemented as a strategy for the European
Green Deal, a plan developed in 2020 to make Europe climate neutral by 2050. The plan
also promotes One Health in the context of AMR and sustainable food production [12].

However, while the One Health approach gains increasing momentum because of its
multifaceted aspects and due to the Covid-19 pandemic, its practical application meets
hindrances [16]. One Health implementation calls for identifying priority areas for added
value of joint activities, and for the effective knowledge elicitation of experts from dif-
ferent and relevant disciplines. Accordingly, One Health may call for updated models
for establishing and maintaining effective and timely collaboration and communication
across and within disciplines. The establishment of One Health approaches and networks
can be of high value for countries that aim to establish or improve their One Health ac-
tivities, for instance to support science-based regulations in the fields of health, food and
environment [2,17].
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In the evolving One Health field, there are gaps, open questions and challenges about
meaningful integration and institutionalisation of the approach [18]. Zoonoses have been
the cradle of One Health; therefore, human—animal relationships have had an ample impact
as the first two pillars of the One Health approach [4]. Much thought and actions are
needed to optimise the role of environment as the third pillar. Main challenges include
how environmental datasets and factors can strengthen the One Health approach for issues
such as AMR, as well as how to assess environmental and health issues such as toxic
pollutants [17,19].

One Health and the Environment

When reviewing One Health activities, veterinary as well as medical themes prevail
and the environment is often neglected [20]. Nevertheless, the environment is all around
us, it depends on and affects human and animal health in many ways. For example,
healthy soils and clean water can prevent the spread of diseases, and clean environments in
slaughterhouses, preservation of natural habitats of animals and biodiversity can contribute
to fewer disease infections in animals and humans [21-24]. Climate change is another
perspective demonstrating ecological changes affecting environmental, animal and human
health. Zinsstag et al. displayed how One Health considerations can aid in solving issues
resulting from climate change, such as livestock farming, food security, food safety and
sanitation. Integrating public health concerns as well as animal and environmental health
perspectives can contribute to enhanced and more contextual problem solving [25]. Yet,
beyond the recognition of the importance of the environmental pillar, in what scenarios
can it be integrated?

In the following and displayed in Table 1, we propose two partly overlapping sce-
narios, describing different environmental impacts that highlight the importance of the
environment within the One Health approach:

() Environmental changes modulating risk factors for health

A good example for environmental changes is provided by climate change. Events
driven by climate changes may increase the availability of toxicants for food-producing
organisms: erosion of soils from flooding, heavy rainfall, thawing of frozen soil and forest
fires release mercury from “trapping” environments into the ecosystem [26]. Factors such
as temperature and humidity affect the availability of toxic pollutants like lead, causing
adverse health effects in animals and humans [27]. It can also aid the distribution of some
zoonotic vectors, which in turn affect disease epidemiology. Climatic changes may affect
some regions and some populations more than others. More data are needed for a thorough
risk assessment, since drivers of vector populations show specific patterns according to
vector species and regions [7]. The ongoing and developing scenario of the Covid-19
pandemic highlights how the health impact of an infectious disease can be modulated by a
number of diverse, environment-related factors, including meteorological conditions, air
pollutants, sewage and wastewater management and even by industrial chemicals, which
are widespread, persistent and immunotoxic [28-31].

(I)  Anthropogenic activities as a source of One Health risk factors through the environment

Anthropogenic activities are main drivers that shape the environment [32,33].
Environment-modifying human activities include improper disposal of toxic waste, im-
pacts of industrial emissions, utilisation of polluted wastewater or manure on pastures
and crops used as animal feed. The presence of zoonotic agents in manure is a recog-
nised problem, and methods for anaerobic digestion and manure storage are envisaged
to reduce the potential risks [34]. Some pollutants may bioaccumulate in farm animals,
and the human exposure is mediated and modified through the animal metabolism and
ecology. An example of the industrial impact of exposure to pollutants is the persistent
and bioaccumulating (-hexachlorocyclohexane, a by-product of the insecticide lindane.
In an instance in Italy, the insecticide accumulated in industrial waste was found in ani-
mals, feed and humans [35]. Lifestyle choices and food habits were important predictors
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of human exposure to the insecticide, which highlights the importance of a One Health
perspective [36]. Concerning pesticides, the European Food Safety Authority (EFSA) has
recommended approaches beyond the characterisation of hazards and towards the risk
assessment of different ecosystems through the integration of datasets coming from disci-
plines like ecology, biology and toxicology [37]. Intriguingly, the intensive use of herbicides
such as glyphosate and glufosinate is suggested to increase the selective pressure towards
antibiotic resistance in environmental bacterial communities, indicating yet another link

between chemical pollution and a typical One Health issue such as AMR [38].

Table 1. Examples of environmental scenarios of One Health relevance.

Scenario

Example of Risk Factors

Implications

Environmental changes modulating
risk factors for health
Climate change contributes to the
distribution of insect vectors of
zoonotic agents and to the increased
amount of bioavailable toxicants in
the environment. These toxicants
accumulate in food-producing
organisms (plants, animals).

Zoonotic vectors living in warmer areas;
Occurrence of toxic metals;
Meteorological conditions, air
pollutants, sewage, wastewater and
industrial chemicals.

Through insect migrations,
arthropod-borne zoonoses can
spread to colder world area [7];
Toxic metals like lead cause adverse
health effects for animals and
humans, in particular affecting the
nervous system [27];

Infectious diseases (like Covid-19)
modulated by environmental
factors, including immunotoxic
chemicals [28-31].

Anthropogenic activities as a source
of One Health risk factors through
the environment
Farming activities may release
noxious emissions, waste and
by-products into the environment,
which affect ecosystem quality,
animal and human health.
Industrial and other
environment-modifying human
activities affect food-producing
organisms, thereby causing human
exposure to hazardous agents.

Agricultural waste and by-products;
Industrial emissions;

Polluted wastewater or manure;
Persistent, bioaccumulating substances
(e.g., the by-product
[-hexachloro-cyclohexane);
Herbicides (e.g., glyphosate and
glufosinate).

Agricultural waste and by-products
can affect ecosystems, animal and
human health, either directly or
indirectly by contributing to climate
changes [34];

Bioaccumulation of pollutants and
by-products exposes farm animals
and subsequently humans to toxic
substances [35];

Increase of selective pressure
towards antibiotic resistance of
bacteria [38].

As highlighted above, it appears that the environmental pillar of One Health is evident,
yet, case studies are needed to assess and exploit the environmental component in a One
Health-based risk analysis.

This study presents two cases to portray the importance of environmental considera-
tions in the One Health interface. The abovementioned scenarios are used as an orientation
under which the cases are arranged. The two cases describe the Danish Integrated Antimi-
crobial Resistance Monitoring and Research Programme (DANMAP) and the environment-
driven impact of the mycotoxin aflatoxin M1 on dairy farming in Italy.

2. Methods

Two cases were identified to exemplify One Health approaches with environmental
considerations. The first case describes the DANMAP. A scientific and grey literature
review was conducted to locate relevant articles and documents to describe the case. For
this purpose, the database Web of Science was searched. The literature search included
relevant articles in English from 1995, the year in which DANMAP was implemented,
until January 2021. Keywords used for the search for the DANMAP case included the
terms “DANMAP”, “AMR”, “ Antimicrobial resistance”, “from farm to fork”, “One Health”.
Included were English articles that mentioned DANMAP or articles containing themes
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pertaining to antimicrobial resistance in Denmark. Disregarded were articles that presented
research on specific pathogens or scientific methods.

The grey literature search gathered DANMAP reports and additional information on
the Danish and European antimicrobial resistance approach. The grey literature was located
through a web search via Google. DANMAP reports were found on the website created for
the programme (https://www.danmap.org/ (accessed on 27 January 2021)). The reports
are mainly in English, but the report from 1997 written in Danish was also included.
Additional sources were either found through references in the reports or internet searches.

For Aflatoxin M1, a literature search was performed in PubMed using the search
term “Aflatoxin M1” and (“dairy” or “cheese” or “milk”). From this search, two subsets
were extracted, using as search terms “climate” and “Italy”. The search included English
articles published from the early 2000s, when the first aflatoxin case in Italy occurred, until
January 2021.

Datasets from an EFSA opinion on aflatoxins and by the Italian Food Safety National
Committee were also used [39,40]. Grey literature pertaining to aflatoxin-related issues
were obtained by an internet search.

3. Results

The literature search revealed scientific articles and reports that aided the analysis
of the two case studies. The search identified 294 articles, of which 28 articles were
included into the analysis; see Figure 1. In total, 266 articles were excluded based on a
screening of title and abstract and a subsequent full-text screening of the remaining articles.
Additionally, ten reports were found and included in the analysis. The articles were used
to explain the cases and their backgrounds. The reports were used for a more general
understanding of European and international One Health perspectives, as well as in-depth
analysis of DANMAP reports.

Scientific literature search Grey literature search
Database: Web of Science & PubMed

l

Search results (n = 294)

l

Articles screened based on title and abstract [

Articles excluded after screening
Articles included for full text screening (n=62) ——» (n =34)

Articles excluded after screening
(n=232)

- Not relevant
l - Notin English

Articles included (n = 28) Reports included (n = 10)

Figure 1. Screening process of literature from the databases Web of Science and PubMed.

3.1. The Danish AMR Monitoring Programme

Denmark implemented the AMR monitoring programme DANMAP to tackle the
challenges of AMR in 1995, and it was the first country to do so [41]. The programme
was initiated by the Danish Ministry of Food, Agriculture and Fisheries and the Danish
Ministry of Health. DANMAP is funded by the Ministry of Health and the Ministry of
Environment and Food and is performed by the Public Health Institute (Statens Serum
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Institut), responsible for human health aspects and the National Food Institute, responsible
for food and veterinary sections. In 2004, the Danish Veterinary Institute was fused with
the National Food Institute, which might be the reason that the National Food Institute
covers veterinary themes [42]. The DANMAP presents four objectives: the first two relate
to (1) monitoring presence of antimicrobial residues in food and feed as well as (2) the
occurrences of AMR in bacteria. The latter two concern association with (3) antimicrobial
consumption, transmission routes and (4) potential further research areas [43].

The DANMAP has since produced scientific knowledge on AMR and it focuses on
the collaboration between the human, food and veterinary sectors, but also includes other
stakeholders like farmers, slaughterhouses and pharmacies [44]. Since the initiation of the
programme, Denmark has successfully reduced the prevalence of AMR [10]. Most of the
attention within DANMAP is provided by the public health and veterinary health sectors;
nevertheless, the environment was included. For DANMAP, the environment includes the
areas where humans and animals meet, shelters of animals and places that are susceptible
for infection [44]. Already in the first report of 1996, food and environmental laboratories
were involved in analysing food samples from animal and non-animal origin, such as
fruits and vegetables [45]. The surveillance results of bacteria in 1996 found resistance of
antimicrobials in the environment [45,46]. In the 1997 report, the occurrence of resistance
among Escherichia coli from fruit and vegetables was also found for eight antibiotics. No
further specifications of actions or implications were mentioned in the report. While in the
1996 and 1997 reports, fruit and vegetable sampling was mentioned, it was not mentioned
in the DANMAP reports after 1997.

For most of the years from 1997, the DANMAP reports have mentioned the approach
from farm to fork and it was integrated into the AMR surveillance activities [47,48]. The
strategy is utilised to monitor the entire food chain and further, as they state: “from farm to
fork to patient” [44].

Since 2010, the One Health approach has been incorporated in the reports and empha-
sised as a fundamental principle when monitoring and researching AMR [49]. Although
the One Health concept is mentioned, the reports often fail to explicitly mention the en-
vironment sector. Nevertheless, DANMAP acknowledges that the environment can be
the source of infection, as exemplified by showing environmental transmission routes of
different bacteria in the 2019 report [49]. Additionally, the environment is acknowledged
as a source of exposure to antimicrobials and to AMR-carrying bacteria for both animals
and humans. Hygiene and biosecurity measures are therefore endorsed in immediate
environments of farms and hospitals [44]. To accompany the DANMAP reports, the Danish
government published a One Health strategy to tackle antibiotic resistance in 2017. It con-
tains five goals of which at least three are relevant for environmental considerations within
antibiotic resistance. The first goal, “A prudent use of antibiotics to reduce the incidence
of resistance”, emphasises that the environment can be a reservoir for microbes and can
transmit microbes to animals and humans. Through the second goal, “Greater efforts to
prevent infections and to facilitate antibiotic alternatives”, the immediate environment of
humans and animals such as surfaces is also mentioned. Here, it is emphasised to execute
thorough hygiene measures to prevent the spread of AMR from the environment. The third
goal, “Enhanced knowledge to improve targeted measures”, admits the need to promote
knowledge building on the impacts of the environment [50]. In the report, the European
Union action plan is highlighted, which integrates a One Health approach to tackle AMR.
In the report, the role of the environment is emphasised as an area in need of engagement.
The environmental role for transmission, potential tools and methods will be considered as
well as data from environmental monitoring programmes [15,50].

3.2. Aflatoxin M1 in Italy as a One Health Issue

Several aflatoxin “crises” have occurred in northern Italy, the first and most severe in
2003 and the last happened from 2015 to 2017. These events were characterised by highly
increased levels of Aflatoxin B1 (AFB1) in corn used for feed, and of Aflatoxin M1 (AFM1)
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in milk and dairy products. This happened in relation with environmental conditions
featuring high temperatures, drought and enhanced insect damage of the crop [51-53].

Aflatoxins rank prominently among mycotoxins because of their genotoxic potential.
AFBI1 can cause hepatocellular carcinomas in humans, a type of liver cancer, with a higher
risk for people infected with the hepatitis B or hepatitis C virus. EFSA considers that current
levels of exposure to aflatoxins in foods may represent a health concern, in particular
for younger age groups. In Europe, the food categories “liquid milk” and “fermented
milk products” have been identified as the main contributors to overall AFM1 exposure
throughout all age groups, infants being most exposed. Legal limits of foods and feeds
and official monitoring programs are in place to prevent the risks for human and animal
health due to aflatoxins. In the European Union, the legal limit for AFM1 in dairy products
is 0.05 microgram per kilogram [54]. Aflatoxin production by fungi are common in hot
and humid climate conditions, and can take place pre- and post-harvest [40]. In Serbia, a
study showed that changes in temperature and moisture, resulting in the alternation of
drought and flooding, enhance aflatoxin production. Hence, climate change may increase
the health risks due to aflatoxin contamination of food [55].

AFB1 affects mainly grains and nuts, which are also the main sources of human
exposure. However, the contamination of crops, such as corn used as animal feed, lead
to the intake and digestion by farm animals. Dairy-producing ruminants transform AFB1
into AFM1, which is also a public health hazard, because it is genotoxic and carcinogen
in vivo, even though it is less potent than AFB1 with respect to liver carcinogenicity. The
toxic metabolite resulting from feed contamination is found in dairy products of ruminants
like cattle, sheep, goats and buffaloes [40,51]. Dairy products are an important component
of the diet in Italy [56]. AFM1 binds with proteins in milk and therefore, concentrates
in cheese and other dairy products with a high protein content, such as the whey-based
ricotta [57]. The National Reference Centre for the quality of bovine milk recommends that
control of cheeses are postponed as compared to milk in consideration of the maturing
periods of cheeses [53].

The area with the highest milk production is the Po Valley in northern Italy, and it is
among the foremost agriculture intensive areas in Europe. The different environmental
farming conditions of low- and high-yield dairy cows have an impact on AFM1 contam-
ination. In low-yield cows, the carry-over of AFM1 to milk is in the 0.1-0.5% range of
the AFB1 intake, but it is 1% to up to 6% in high-yield cows [57-59]. The environmental
and agricultural scenario in Italy makes the area with the highest dairy production the
most vulnerable to AFM1 contamination. The climatic conditions are characterised by high
humidity rates, averaging at about 80%. Climate changes lead to greater stress on the crops
due to temperature increase alternating between drought and heavy rainfall. This leaves
the crops vulnerable to aflatoxin-producing fungi [55,60]. In Italy, almost 95% of total milk
production, 13.3 million tonnes in 2019, is provided by cattle [61]. The milk production
shows a seasonal trend, being higher from March to May.

The latest data provided by the National Reference Centre for the quality of bovine
milk showed that the climatic trend in late spring and early summer is the critical factor
influencing the extent of AFB1 contamination in cereal and corn crops [54]. This trend has
been confirmed by the data analysis since 2012. Hence, climate trends influence the extent
of the contamination in feed, flour and silage entering the animal feed circuit during the
summer and for the following twelve months. Thanks to prevention and control measures,
the latest data do not indicate health concerns, as the samples collected in 2019 show a
sharp decrease of AFM1 concentrations compared to samples found in the period from
2012 to 2016. This is clearly reflected by the percentage of samples above the legal limit:
while from 2012 to 2016, the average of samples above the legal limit was 2.50% with a
peak of 5.06% in 2016, in 2019 the non-compliant samples have been a mere 0.34% [54].

In southern Italy, the climate affects aflatoxin occurrence as well, although concentra-
tions in milk are generally low in this area due to lower humidity, less intensive farming
and lower milk yield per animal. However, AFM1 contamination was significantly higher
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in cold season, particularly in autumn, than in the warmer season of spring. In this scenario,
the non-compliance with the legal limit was just 0.1% [56].

The crisis of 2003 has prompted the Italian Ministry of Health to issue a contingency
plan for the prevention and risk management of aflatoxins contamination in the dairy chain
and in the production of corn for human and animal consumption in extreme climatic
condition [51]. Besides this, the regular monitoring of raw milk and feed, more intensive
in vulnerable months, allows timely advice given to the dairy farms to launch corrective
measures [52,53].

4. Discussion

The two case studies illustrate how the environment interacts with the health of
humans and animals, making up an essential pillar of One Health. Indeed, environment-
related factors can play multiple roles that need proper characterisation to manage the
complexity inherent to One Health issues. In the following, the two cases will be categorised
under the established scenarios (Table 1) to highlight the integral part of the environment
within the cases.

4.1. Climate Change Modulating Risk Factors for Health

The Italian aflatoxin case illustrates well how toxic pollutants fit into the One Health
context, bringing together human health, animal health and their products as well as
the environment [9]. Aflatoxins are carcinogens, thus human exposure has major health
implications [40]. While the main aflatoxin, AFB1, is a contaminant of foods of vegetable
origins, dairy-producing ruminants transform it into the toxic metabolite AFM1, which
is excreted in milk, representing an additional route of human exposure [51]. The envi-
ronment has a crucial role, shaping the exposure scenarios and the consequent human
risk: Climate influences the contamination of crops used for feed by aflatoxigenic fungi,
as the AFM1 presence in milk is closely related to yearly climate patterns as well as to
seasonality [54-56,60]. Further, the farming environment is important, with intensively
bred, high-yield herds showing a greater carry-over of AFM1, even at comparable feed
contamination levels [56-59].

The AFM1 case study highlights some noticeable implications. A number of economic
drivers orient a large part of the dairy production of the Po Valley toward high-quality
products like the made-in-Italy cheeses Parmigiano and Grana. These meet high demand
from national and international markets, but require high-yield cows and high costs
to maintain the technologically developed intensive farming [51]. This economic trend
makes the dairy farming system of the Po Valley more vulnerable to climate changes and
associated risks such as AFM1 outbreaks.

This case study exemplifies the far-reaching impact of the environment in which feed
is grown, from a One Health perspective. Although the current data indicate a low or very
low carcinogenic risk from AFM1 in Italian dairy products, changes in the climate, as well
as potential health hazards, justify continuous monitoring, crisis preparedness and regular
updates of the exposure assessment [52]. In particular, modelling climate trends can aid
to detect potential risks for aflatoxin occurrences, as a rise of AFM1 in milk is expected to
occur from August to November due to the presence of AFB1 in feed materials in spring
to early summer. Consequently, the sampling plan of feed and milk has to concentrate on
this critical period [53]. In the face of a changing climatic scenario and potential following
crises, the AFM1 issue has been efficiently managed through a food chain approach by the
Italian Ministry of Health. This resulted in progressive reduction of the chance of consumer
exposure [52,53].

4.2. The Anthropogenic Environment as a Source of One Health Risk Factors

Anthropogenic activities have led to new challenges for the environment [19]. Hence,
complex issues like AMR must be handled in a coordinated manner. In the latest DANMAP
report of 2019, the need to “supporting decision making in the prevention and control of
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resistant bacterial infections” was highlighted [44]. This requires an integrated approach
tackling the complexity of AMR. Accordingly, the programme involves researchers from
different disciplines, holding regular meetings between the Statens Serum Institut and
the National Food Institute. Involved are veterinarians and public health professionals,
such as physicians and epidemiologists but also microbiologists, which contributes to the
farm-to-fork and One Health approach [48]. By including various disciplines, a wide range
of expertise comes together, which can constantly improve the DANMAP. Additionally,
researchers, political actors (Danish Ministry of Environment and Food and Ministry of
Health) and private stakeholders from relevant sectors (e.g., pharmaceutical industries,
meat chain enterprises, as well as farmers, retail, feed mills, pharmacies, etc.) are also
continuously involved. For example, private stakeholders are engaged, as data are obtained
from feed mills, slaughterhouses and via samples from food for human consumption [44].
This strengthens trust between the parties and has likely facilitated the large amount of
voluntary data that is produced by the industry. To improve transparency, the DANMAP
reports or website can provide additional information on the engagement of the public,
consumers and the media.

The involvement of researchers from different disciplines and the cooperation among
veterinary, food, human and environmental laboratories in terms of data sharing and
common technological platforms are proficient ways to integrate the environment sector
into AMR surveillance [44,48]. Additionally, the Danish One Health strategy to tackle
antibiotic resistance and European approaches for AMR and One Health are good bases
for establishing a connection to the environment and strengthening environment-related
research for these topics [12,15]. For DANMAP, strengthening environmental research
can facilitate the integration of environmental considerations into its analysis. These can
encompass areas such as antibiotic use in plants, pesticides, manure and wastewater.

For instance, plant agriculture frequently uses antibiotics to enhance crop yields. This
means that fruits and vegetables can be a source for AMR [62,63]. Pesticides may be a
pathway for AMR, as some chemical substances may exert a selective pressure favouring
antibiotic resistant bacteria [19]. In the Danish agricultural practice, the use of highly toxic
and persistent substances is severely restricted. For instance, the insecticide lindane was
been banned in Denmark since 1994. While the ban of high-concern pesticides is beneficial
to humans, animals and ecosystems, these substances may leave environmental “legacies”.
In the case of lindane, the by-product 3-hexachlorocyclohexane can still be found in soils
and wastewater, as it resists not only germs but also biodegradation, posing risks to human
health [64]. Most important, there are indications that pesticides, their residues and by-
products may increase the presence of AMR in the environment [65]. Some herbicides like
glyphosate and glufosinate represent telling examples of widespread chemicals with the
potential to increase the environmental AMR burden [38]. The overall use of substances in
both animal and plant farming, including the overuse and misuse of antimicrobials as well
as some pesticides can therefore act in an additive way [19,65]. Another environmental
factor to be considered is the contribution to AMR by toxic metals, which can derive from
soil composition, industrial emission or, in the case of copper, also from its use as feed
additive [11,66].

However, more data are needed to conduct a meaningful risk assessment that compre-
hensively considers these environmental factors and weighs their possible contributions.
Continuous monitoring and assessments must be maintained to prevent AMR and toxic
by-products entering the ecosystem. Readopting sampling and screening measures within
DANMAP for fruits and vegetables can aid in determining the current role of AMR
and pesticides.

Further, monitoring manure used on soils is essential to screen AMR and infectious
agents to prevent the spread into the food chain [34,67]. In connection with manure,
wastewater is an important variable in the distribution of AMR and resistant pathogens.
While the DANMAP reports acknowledge water as a source for resistant pathogens, more
effort can be put into implementing water monitoring, as resistant pathogens can spread
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through use of wastewater, consumption of water and contamination of food or kitchen
utensils [34,62]. AMR can persist for a long time in wastewater of plant and animal
agriculture, and intensive animal farming may lead to a greater environmental enrichment
of AMR [67,68]. The surveillance of soil and wastewater in water treatment plants, which
turn wastewater into drinking water, is crucial to mitigate risks of infection or AMR [22].
For a comprehensive understanding of AMR, it is important to identify overuse misuse as
well as critical pathways, and to recognise the connections between soil, manure and water
to gauge the anthropogenic impact. One of DANMAP’s objectives is to explore further
research areas and this could include investigations into plants, soil and water. These
investigations can aid in determining any inadequate use of antimicrobials in agricultural
settings and fuel the search of alternatives to bioaccumulating toxins and pesticides. This
can support a surveillance approach that is holistic and foster research and development of
environmental effects on AMR.

In the case of DANMAP, the farm-to-fork approach and the One Health strategy are
integrated into the programme. The reoccurring emphasis of the One Health approach can
strengthen the inclusion of all disciplines. Nevertheless, it is important to consider that
this does not necessary entail that all disciplines must be represented equally in each sce-
nario. Transmission routes for AMR-carrying microbes occur more often through contacts
between animals, their products and humans rather than through the environment [69,70].
Hence, the veterinary and public health disciplines have a paramount role in this field.
Nevertheless, environmental factors doubtlessly modulate AMR transmission as, for in-
stance, AMR-carrying bacteria from animal farms persist for a long time in water, even after
going through wastewater treatment plants [67]. The DANMARP reports consistently refer
to the need of complying, upholding and improving current surveillance and prevention
measures for infections through resistant bacteria [44]. Hence, it is crucial to foster the
engagement of the environment to a necessary degree to characterise the environmen-
tal transmission of AMR in a qualitative as well as quantitative way, and to establish
preventive measures.

4.3. Way Forward for the Environment and One Health

The two case studies show that the assessment of environmental risk factors is relevant
to One Health surveillance. The accumulation of toxins from fungi, pesticides, manure or
other sources in the environment can have downstream effects on human and animal health.
Food as well as feed safety and surveillance are important to detect foodborne diseases
and harmful accumulated chemicals. A structured analysis based on the identification
of points of particular attention can support surveillance activities. Under this respect,
Lombardo et al. have proposed a scheme for the analysis of environment-related factors
in the animal farming scenarios with a One Health view. The proposed system considers
the area (geo-climatic factors, waste disposal sites, land usage, main crops, water sources)
and farm characteristics (size and conditions, biosecurity, use and disposal of biocide and
drugs, feed quality and origin) [71]. In addition, available information such as routine
controls and previous alerts should be exploited and integrated in the scheme.

The surveillance of terrestrial and aquatic ecosystems are of increasing interest and
relevance in the One Health approach, as knowledge of the ecology of organisms can help
to model and predict recurrent threats. Examples include, but are not limited to, blooms of
toxic algae and outbreaks of infections spilling out from wildlife like bats, to humans [72,73].
In these examples, the environmental expertise can support the epidemiological modelling
by identifying relevant modulating factors, such as pollution and land use for algal blooms,
and bat-borne infection, respectively.

The environment can encompass water or soil, but it can also cover less obvious areas
such as slaughterhouses or other areas where food is produced and processed, as it was
exemplified by the DANMAP and the AFM1 cases. Through these different environments,
humans and animals are in some ways always connected, which highlights the importance
of finding ways to integrate environmental perspectives via engaging experts, employing



Medicina 2021, 57, 240

110f 14

techniques to assess environment-related factors and sharing data. The One Health ap-
proach provides an essential tool to link various disciplines, and to investigate the specifics
and added values of each field. Not missing out on the environmental pillar will benefit the
One Health approach through opportunities for environmental research that aid to better
understand links between humans, animals and the ecosystem. Additionally, the Covid-19
pandemic points out that the health impact of an infection can be significantly modulated
by a number of environmental factors [28-31]. The view of Covid-19 as “syndemic” recog-
nises the need to interpret and assess the complex interplay between an infectious agent
and concurrent determinants related to the physical and social environment, which is
consistent with the One Health approach [74].

5. Conclusions

One Health is an approach to assess and manage complex public health issues that are
cross-cutting and require the cross-fertilisation and integration of different expertise [1,2].
Therefore, One Health links the environment, humans, animals, including the food and
feed chain. One Health approaches can be modulated in a case-specific way, as not all
sectors need always be involved to the same degree.

International engagements like the Tripartite or European approaches must continue
to refer to One Health, while also emphasising the importance of the environment pillar of
the One Health approach.

In the AFM1 case study, environmental components are represented mainly by climate
patterns and by the more or less intensive dairy farming scenarios in different Italian areas.
These determinants are directly influencing the extent of contamination of feed by AFB1
and of milk by AFM1, and thus are directly linked to the AFM1-associated risk to human
health [51-53,55,56].

In the AMR case study, the environment is not the main area of focus of the DANMAP,
but nonetheless important, as anthropogenic activities contribute to the flow of bacteria-
carrying AMR from sources like hospitals and farms. Potential overuse and misuse of
AMR contribute to the occurrence of AMR in the environment, in particular soil and water,
which are reservoirs for animals and humans [62,63,67].

One Health is a developing, multifaceted web of feedbacks and interactions among its
components. The goal is not to drown in complexity, but to manage complexity. Further
work is needed to better define the roles of environment in One Health scenarios. The
characterisation of environmental factors is paramount to model the risks for animal and
human health. One Health should be implemented as an institutional tool in public health,
especially fit for evidence-based priority setting and to support decision-making [4,20].
More case studies are needed to showcase the role of the environment, highlighting the
benefits of environmental expertise in connection to human and animal health.

Author Contributions: Conceptualization, A.M. and S.H.-D.; methodology, S.H.-D.; validation,
AM.; formal analysis, A.M. and S.H.-D.; investigation, A.M. and S.H.-D.; data curation, S.H.-D.;
writing—original draft preparation, A.M. and S.H.-D.; writing—review and editing, A.M. and S.H.-
D.; visualization, S.H.-D.; supervision, A.M.; project administration, S.H.-D.; funding acquisition,
AM. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by the One Health European Joint Programme (OHE]P), grant
number 773830.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Data sharing not applicable. No new data were created or analyzed in
this study. Data sharing is not applicable to this article.

Conflicts of Interest: The authors declare no conflict of interest.



Medicina 2021, 57, 240 12 of 14

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

FAO; OiE; WHO. The FAO-OIE-WHO Collaboration-Sharing Responsibilities and Coordinating Global Activities to Address
Health Risks at the Animal-Human-Ecosystems Interfaces—A Tripartite Concept Note. 2010. Available online: https://
www.oie.int/fileadmin/Home/eng/Current_Scientific_Issues/docs/pdf/FINAL_CONCEPT_NOTE_Hanoi.pdf (accessed on
27 January 2021).

FAO; OiE; WHO. Taking a Multisectoral One Health Approach: A Tripartite Guide to Addressing Zoonotic Diseases in Countries; Food
and Agriculture Organization of the United Nations, World Organization for Animal Health, World Health Organization: Rome,
Italy, 2019.

Landford, J.; Nunn, M. Good governance in “one health” approaches. Rev. Sci. Tech. Int. Off. Epizoot. 2012, 31, 561-575. [CrossRef]
Busani, L.; Caprioli, A.; Macri, A.; Mantovani, A.; Scavia, G.; Seimenis, A. Multidisciplinary collaboration in veterinary public
health. Ann. Ist. Super. Sanita 2006, 42, 397—400.

Wannous, C. Climate change and other risk drivers of animal health and zoonotic disease emergencies: The need for a mul-
tidisciplinary and multisectoral approach to disaster risk management. Rev. Sci. Tech. Int. Off. Epizoot. 2020, 39, 461-470.
[CrossRef]

Aiyar, A.; Pingali, P. Pandemics and food systems—towards a proactive food safety approach to disease prevention & management.
Food Secur. 2020, 12, 749-756.

Wu, X;; Ly, Y.; Zhou, S.; Chen, L.; Xu, B. Impact of climate change on human infectious diseases: Empirical evidence and human
adaptation. Environ. Int. 2016, 86, 14-23. [CrossRef]

Bennett, ].W.; Klich, M. Mycotoxins. Clin. Microbiol. Rev. 2003, 16, 497-516. [CrossRef]

Frazzoli, C.; Mantovani, A. (Eds.) The Environment-Animal-Human Web: A “One Health” View of Toxicological Risk Analysis; Frontiers
in Public Health: Lausanne, Switzerland, 2019; ISBN 978-2-88945-791-5.

Xiong, W.; Sun, Y.; Zeng, Z. Antimicrobial use and antimicrobial resistance in food animals. Environ. Sci. Pollut. Res. 2018, 25,
18377-18384. [CrossRef]

Maurya, A.P; Rajkumari, J.; Bhattacharjee, A.; Pandey, P. Development, spread and persistence of antibiotic resistance genes
(ARGsS) in the soil microbiomes through co-selection. Rev. Environ. Health 2020, 35, 371-378. [CrossRef] [PubMed]

European Commission Farm to Fork Strategy. 2020. Available online: https://ec.europa.eu/food/sites/food/files/safety/docs/
f2f_action-plan_2020_strategy-info_en.pdf (accessed on 27 January 2021).

Mantovani, A.; Maranghi, F.; Purificato, I.; Macri, A. Assessment of feed additives and contaminants: An essential component of
food safety. Ann. Ist. Super. Sanita 2006, 42, 427-432.

Vandermissen, A.; Welburn, S.C. Current initiatives in One Health: Consolidating the One Health Global Network. Rev. Sci. Tech.
OIE 2014, 33, 421-432. [CrossRef]

European Commission. A European One Health Action Plan against Antimicrobial Resistance (AMR). 2017. Available on-
line: https:/ /ec.europa.eu/health/sites/health/files /antimicrobial_resistance/docs/amr_2017_action-plan.pdf (accessed on
27 January 2021).

Gruetzmacher, K.; Karesh, W.B.; Amuasi, ].H.; Arshad, A.; Farlow, A.; Gabrysch, S.; Jetzkowitz, J.; Lieberman, S.; Palmer, C.;
Winkler, AS.;etal. The Berlin principles on one health-Bridging global health and conservation. Sci. Total Environ.
2020, 764, 142919. [CrossRef]

Frazzoli, C.; Mantovani, A. Toxicological risk factors in the burden of malnutrition: The case of nutrition (and risk) transition in
sub-Saharan Africa. Food Chem. Toxicol. 2020, 146, 111789. [CrossRef]

dos S Ribeiro, C.; van de Burgwal, L.H.M.; Regeer, B.]. Overcoming challenges for designing and implementing the One Health
approach: A systematic review of the literature. One Health 2019, 7, 100085. [CrossRef]

Malagon-Rojas, J.N.; Parra Barrera, E.L.; Lagos, L. From environment to clinic: The role of pesticides in antimicrobial resistance.
Rev. Panam. Salud Publica 2020, 44. Available online: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7498283/ (accessed on
27 January 2021). [CrossRef]

Humboldt-Dachroeden, S.; Rubin, O.; Sylvester Frid-Nielsen, S. The state of One Health research across disciplines and sectors—a
bibliometric analysis. One Health 2020, 10, 100146. [CrossRef] [PubMed]

Keith, A.M.; Schmidt, O.; McMahon, B.]. Soil stewardship as a nexus between Ecosystem Services and One Health. Ecosyst. Serv.
2016, 17, 40-42. [CrossRef]

O'Brien, E.; Xagoraraki, I. A water-focused one-health approach for early detection and prevention of viral outbreaks. One Health
2019, 7, 100094. [CrossRef]

Fosse, ].; Seegers, H.; Magras, C. Prevalence and Risk Factors for Bacterial Food-Borne Zoonotic Hazards in Slaughter Pigs: A
Review. Zoonoses Public Health 2009, 56, 429-454. [CrossRef]

Kilpatrick, A.M.; Salkeld, D.J.; Titcomb, G.; Hahn, M.B. Conservation of biodiversity as a strategy for improving human health
and well-being. Philos. Trans. R. Soc. B Biol. Sci. 2017, 372, 20160131. [CrossRef] [PubMed]

Zinsstag, J.; Crump, L.; Schelling, E.; Hattendorf, J.; Maidane, Y.O.; Ali, K.O.; Muhummed, A.; Umer, A.A.; Aliyi, F.; Nooh, F; et al.
Climate change and One Health. FEMS Microbiol. Lett. 2018, 365, fny085. [CrossRef]

EEA. Mercury in Europe’s Environment—European Environment Agency; European Environment Agency: Copenhagen,
Denmark, 2018.


https://www.oie.int/fileadmin/Home/eng/Current_Scientific_Issues/docs/pdf/FINAL_CONCEPT_NOTE_Hanoi.pdf
https://www.oie.int/fileadmin/Home/eng/Current_Scientific_Issues/docs/pdf/FINAL_CONCEPT_NOTE_Hanoi.pdf
http://doi.org/10.20506/rst.31.2.2133
http://doi.org/10.20506/rst.39.2.3097
http://doi.org/10.1016/j.envint.2015.09.007
http://doi.org/10.1128/CMR.16.3.497-516.2003
http://doi.org/10.1007/s11356-018-1852-2
http://doi.org/10.1515/reveh-2020-0035
http://www.ncbi.nlm.nih.gov/pubmed/32681784
https://ec.europa.eu/food/sites/food/files/safety/docs/f2f_action-plan_2020_strategy-info_en.pdf
https://ec.europa.eu/food/sites/food/files/safety/docs/f2f_action-plan_2020_strategy-info_en.pdf
http://doi.org/10.20506/rst.33.2.2297
https://ec.europa.eu/health/sites/health/files/antimicrobial_resistance/docs/amr_2017_action-plan.pdf
http://doi.org/10.1016/j.scitotenv.2020.142919
http://doi.org/10.1016/j.fct.2020.111789
http://doi.org/10.1016/j.onehlt.2019.100085
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7498283/
http://doi.org/10.26633/RPSP.2020.44
http://doi.org/10.1016/j.onehlt.2020.100146
http://www.ncbi.nlm.nih.gov/pubmed/32835067
http://doi.org/10.1016/j.ecoser.2015.11.008
http://doi.org/10.1016/j.onehlt.2019.100094
http://doi.org/10.1111/j.1863-2378.2008.01185.x
http://doi.org/10.1098/rstb.2016.0131
http://www.ncbi.nlm.nih.gov/pubmed/28438920
http://doi.org/10.1093/femsle/fny085

Medicina 2021, 57, 240 13 of 14

27.

28.

29.

30.

31.

32.

33.
34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

Levin, R;; Zilli Vieira, C.L.; Mordarski, D.C.; Rosenbaum, M.H. Lead seasonality in humans, animals, and the natural environment.
Environ. Res. 2020, 180, 108797. [CrossRef] [PubMed]

Weidhaas, J.; Aanderud, Z.T.; Roper, D.K.; VanDerslice, J.; Gaddis, E.B.; Ostermiller, J.; Hoffman, K.; Jamal, R.; Heck, P;
Zhang, Y.; et al. Correlation of SARS-CoV-2 RNA in wastewater with COVID-19 disease burden in sewersheds. Sci. Total Environ.
2021, 775, 145790. [CrossRef]

Dragone, R.; Licciardi, G.; Grasso, G.; Del Gaudio, C.; Chanussot, J. Analysis of the Chemical and Physical Environmental Aspects
that Promoted the Spread of SARS-CoV-2 in the Lombard Area. Int. J. Environ. Res. Public. Health 2021, 18, 1226. [CrossRef]
Grandjean, P.; Timmermann, C.A.G.; Kruse, M.; Nielsen, E; Vinholt, PJ.; Boding, L.; Heilmann, C.; Melbak, K. Severity of
COVID-19 at elevated exposure to perfluorinated alkylates. PLoS ONE 2020, 15, e0244815. [CrossRef]

Kerr, G.H.; Badr, H.S.; Gardner, L.M.; Perez-Saez, J.; Zaitchik, B.F. Associations between meteorology and COVID-19 in early
studies: Inconsistencies, uncertainties, and recommendations. One Health Amst. Neth. 2021, 12, 100225. [CrossRef] [PubMed]
McMahon, B.J.; Morand, S.; Gray, ]J.S. Ecosystem change and zoonoses in the Anthropocene. Zoonoses Public Health 2018, 65,
755-765. [CrossRef]

Moysés, S.J.; Soares, R.C. Planetary health in the Anthropocene. Health Promot. Int. 2019, 34, 128-i36. [CrossRef]

Costa, A.; Gusmara, C.; Gardoni, D.; Zaninelli, M.; Tambone, F; Sala, V.; Guarino, M. The effect of anaerobic digestion and storage
on indicator microorganisms in swine and dairy manure. Environ. Sci. Pollut. Res. 2017, 24, 24135-24146. [CrossRef]

Battisti, S.; Caminiti, A.; Ciotoli, G.; Panetta, V.; Rombola, P; Sala, M.; Ubaldi, A.; Scaramozzino, P. A spatial, statistical approach
to map the risk of milk contamination by 3-hexachlorocyclohexane in dairy farms. Geospat. Health 2013, 8, 77-86. [CrossRef]
Narduzzi, S.; Fantini, F.,; Blasetti, F.; Rantakokko, P.; Kiviranta, H.; Forastiere, F.; Michelozzi, P.; Porta, D. Predictors of Beta-
Hexachlorocyclohexane blood levels among people living close to a chemical plant and an illegal dumping site. Environ. Health
2020, 19, 9. [CrossRef]

EFSA. Scientific Opinion on good modelling practice in the context of mechanistic effect models for risk assessment of plant
protection products. EFSA J. 2014, 12, 3589.

Liao, H.; Li, X; Yang, Q.; Bai, Y.; Cui, P; Wen, C.; Liu, C.; Chen, Z; Tang, J.; Che, ].; et al. Herbicide selection promotes antibiotic
resistance in soil microbiomes. Mol. Biol. Evol. 2021. [CrossRef] [PubMed]

Ministero della Salute. Assessment of Risk from Exposure to Aflatoxins Resulting from Consumption of Dairy Products; Dataset in course
of publication; Italian Food Safety National Committee: Rome, Italy, 2021.

Schrenk, D.; Bignami, M.; Bodin, L.; Chipman, ].K.; del Mazo, J.; Grasl-Kraupp, B.; Hogstrand, C.; Hoogenboom, L.; Leblanc, J.-C.;
Nebbia, C.S.; et al. Risk assessment of aflatoxins in food. EFSA . 2020, 18, e06040.

Hammerum, A.M.; Heuer, O.E.; Emborg, H.-D.; Bagger-Skjet, L.; Jensen, V.E; Rogues, A.-M.; Skov, R.L.; Agersg, Y.; Brandt, C.T,;
Seyfarth, A.M.; et al. Danish Integrated Antimicrobial Resistance Monitoring and Research Program. Emerg. Infect. Dis. 2007, 13,
1633-1639. [CrossRef] [PubMed]

DTU. DTU Veterineerinstituttet—DTU’s Historie. Available online: https:/ /historie.dtu.dk/historie/organisation/institutter /
veterinaerinstitutet--dtu (accessed on 3 November 2020).

Statens Serum Institut. About DANMAP. 2018. Available online: https://www.danmap.org/about-danmap (accessed on
3 November 2020).

Korsgaard, H.; Ellis-Iversen, J.; Wolff Sonksen, U.; Skovgaard, S. DANMAP 2019—Use of Antimicrobial Agents and Occurrence of
Antimicrobial Resistance in Bacteria from Food Animals, Food and Humans in Denmark; National Food Institute; Statens Serum Institut:
Copenhagen, Denmark, 2019; Available online: https:/ /www.danmap.org/reports /2019 (accessed on 27 January 2021).

Bager, F. DANMAP 1996-Consumption of Antimicrobial Agents and Occurence of Antimicrobial Resistance in Bacteria from Food Animals,
Food and Humans in Denmark; Danish Zoonosis Centre; Statens Serum Institut: Copenhagen, Denmark, 1997; Available online:
https:/ /www.danmap.org/reports/older (accessed on 27 January 2021).

Aarestrup, EM.; Bager, F; Jensen, N.E.; Madsen, M.; Meyling, A.; Wegener, H.C. Resistance to antimicrobial agents used for
animal therapy in pathogenic-, zoonotic- and indicator bacteria isolated from different food animals in Denmark: A baseline
study for the Danish Integrated Antimicrobial Resistance Monitoring Programme (DANMAP). APMIS Acta Pathol. Microbiol.
Immunol. Scand. 1998, 106, 745-770.

Flemming, B. DANMAP 97-Consumption of Antimicrobial Agents and Occurrence of Antimicrobial Resistance in Bacteria from Food
Animals, Food and Humans in Denmark; National Food Institute; Statens Serum Institut: Copenhagen, Denmark, 1997; Available
online: https://www.danmap.org/reports/older (accessed on 27 January 2021).

Wielinga, PR.; Jensen, V.E; Aarestrup, EM.; Schlundt, J. Evidence-based policy for controlling antimicrobial resistance in the food
chain in Denmark. Food Control 2014, 40, 185-192. [CrossRef]

Korsgaard, H.; Agersg, Y.; Hammerum, A.M.; Skjet-Rasmussen, L. DANMAP 2010-Use of Antimicrobial Agents and Occurrence of
Antimicrobial Resistance in Bacteria from Food Animals, Food and Humans in Denmark; National Food Institute; Statens Serum Institut:
Copenhagen, Denmark, 2010; Available online: https:/ /www.danmap.org/reports/older (accessed on 27 January 2021).
Neorby, E.T.; Larsen, E.L. One Health Strateqy Against Antibiotic Resistance; Ministry of Health and Ministry for the Environment
and Food: Copenhagen, Denmark, 2017.

Frazzoli, C.; Gherardi, P.; Saxena, N.; Belluzzi, G.; Mantovani, A. The Hotspot for (Global) One Health in Primary Food Production:
Aflatoxin M1 in Dairy Products. Front. Public Health 2017, 4, 294. [CrossRef]


http://doi.org/10.1016/j.envres.2019.108797
http://www.ncbi.nlm.nih.gov/pubmed/31761335
http://doi.org/10.1016/j.scitotenv.2021.145790
http://doi.org/10.3390/ijerph18031226
http://doi.org/10.1371/journal.pone.0244815
http://doi.org/10.1016/j.onehlt.2021.100225
http://www.ncbi.nlm.nih.gov/pubmed/33585669
http://doi.org/10.1111/zph.12489
http://doi.org/10.1093/heapro/daz012
http://doi.org/10.1007/s11356-017-0011-5
http://doi.org/10.4081/gh.2013.56
http://doi.org/10.1186/s12940-020-0562-7
http://doi.org/10.1093/molbev/msab029
http://www.ncbi.nlm.nih.gov/pubmed/33592098
http://doi.org/10.3201/eid1311.070421
http://www.ncbi.nlm.nih.gov/pubmed/18217544
https://historie.dtu.dk/historie/organisation/institutter/veterinaerinstitutet--dtu
https://historie.dtu.dk/historie/organisation/institutter/veterinaerinstitutet--dtu
https://www.danmap.org/about-danmap
https://www.danmap.org/reports/2019
https://www.danmap.org/reports/older
https://www.danmap.org/reports/older
http://doi.org/10.1016/j.foodcont.2013.11.047
https://www.danmap.org/reports/older
http://doi.org/10.3389/fpubh.2016.00294

Medicina 2021, 57, 240 14 of 14

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.
67.

68.

69.

70.

71.

72.

73.

74.

Serraino, A.; Bonilauri, P; Kerekes, K.; Farkas, Z.; Giacometti, F.; Canever, A.; Zambrini, A.V.; Ambrus, A. Occurrence of Aflatoxin
M1 in Raw Milk Marketed in Italy: Exposure Assessment and Risk Characterization. Front. Microbiol. 2019, 10, 2516. [CrossRef]
Bolzoni, G.; Dati, E.; Baiguera, C. Aflatossina M1. 2020. Available online: https://archive.izsler.it/pls/izs_bs/v3_s2ew_
consultazione.mostra_pagina?id_pagina=2312 (accessed on 3 December 2020).

European Commission. Commission Regulation (EC) No 1881/2006 of 19 December 2006 Setting Maximum Levels for Certain
Contaminants in Foodstuffs; European Commission: Luxembourg, 2006.

Mili¢evi¢, D.; Petronijevi¢, R.; Petrovi¢, Z.; Djinovié-Stojanovi¢, J.; Jovanovi¢, J.; Balti¢, T.; Jankovié, S. Impact of climate change on
aflatoxin M1 contamination of raw milk with special focus on climate conditions in Serbia. J. Sci. Food Agric. 2019, 99, 5202-5210.
[CrossRef] [PubMed]

De Roma, A.; Rossini, C.; Ritieni, A.; Gallo, P; Esposito, M. A survey on the Aflatoxin M1 occurrence and seasonal variation in
buffalo and cow milk from Southern Italy. Food Control 2017, 81, 30-33. [CrossRef]

Costamagna, D.; Gaggiotti, M.; Chiericatti, C.A.; Costabel, L.; Audero, G.M.L.; Taverna, M.; Signorini, M.L. Quantification of
aflatoxin M1 carry-over rate from feed to soft cheese. Toxicol. Rep. 2019, 6, 782-787. [CrossRef]

Veldman, A.; Meijs, ].A.C.; Borggreve, G.J.; Tol, ].J.H. der Carry-over of aflatoxin from cows’ food to milk. Anim. Sci. 1992, 55,
163-168. [CrossRef]

Fink-Gremmels, ]. Mycotoxins in cattle feeds and carry-over to dairy milk: A review. Food Addit. Contam. Part A 2008, 25, 172-180.
[CrossRef]

Perego, A.; Sanna, M.; Giussani, A.; Chiodini, M.E.; Fumagalli, M.; Pilu, S.R.; Bindi, M.; Moriondo, M.; Acutis, M. Designing a
high-yielding maize ideotype for a changing climate in Lombardy plain (northern Italy). Sci. Total Environ. 2014, 499, 497-509.
[CrossRef]

Italian Dairy Economic Consulting. Italy: Milk Production and Utilization. Available online: https://www.clal.it/en/index.php?
section=bilancio_approv2&year=2016 (accessed on 3 December 2020).

Acar, ].F; Moulin, G. Integrating animal health surveillance and food safety: The issue of antimicrobial resistance. Rev. Sci. Tech.
Int. Off. Epizoot. 2013, 32, 383-392. [CrossRef] [PubMed]

Fluit, A.C.; van der Bruggen, ].T.; Aarestrup, EM.; Verhoef, J.; Jansen, W.T.M. Priorities for antibiotic resistance surveillance in
Europe. Clin. Microbiol. Infect. 2006, 12, 410-417. [CrossRef] [PubMed]

Vega, M.; Romano, D.; Uotila, E. Lindane (Persistent Organic Pollutant) in the EU; European Parliament-Policy Department for
Department for Citizens’ Rights and Constitutional Affairs: Brussels, Belgium, 2016; p. 138.

Curutiu, C.; Lazar, V.; Chifiriuc, M.C. Pesticides and antimicrobial resistance: From environmental compartments to animal
and human infections. In New Pesticides and Soil Sensors; Grumezescu, A.M., Ed.; Academic Press: Cambridge, MA, USA, 2017;
pp- 373-392, ISBN 978-0-12-804299-1.

EFSA. Revision of the currently authorised maximum copper content in complete feed. EFSA J. 2016, 14, e04563.

Wang, M,; Liu, P; Xiong, W.; Zhou, Q.; Wangxiao, J.; Zeng, Z.; Sun, Y. Fate of potential indicator antimicrobial resistance genes
(ARGs) and bacterial community diversity in simulated manure-soil microcosms. Ecotoxicol. Environ. Saf. 2018, 147, 817-823.
[CrossRef] [PubMed]

Mencia-Ares, O.; Cabrera-Rubio, R.; Cobo-Diaz, J.E; Alvarez-Ordéiiez, A.; Gomez-Garcia, M.; Puente, H.; Cotter, PD.; Crispie, F;
Carvajal, A.; Rubio, P; et al. Antimicrobial use and production system shape the fecal, environmental, and slurry resistomes of
pig farms. Microbiome 2020, 8, 1-17. [CrossRef]

Bergspica, I.; Kaprou, G.; Alexa, E.A.; Prieto-Maradona, M.; Alvarez-Ordoénez, A. Identification of risk factors and hotspots of
antibiotic resistance along the food chain using next-generation sequencing. EFSA J. 2020, 18, e181107.

Katale, B.Z.; Misinzo, G.; Mshana, S.E.; Chiyangi, H.; Campino, S.; Clark, T.G.; Good, L.; Rweyemamu, M.M.; Matee, M.I.
Genetic diversity and risk factors for the transmission of antimicrobial resistance across human, animals and environmental
compartments in East Africa: A review. Antimicrob. Resist. Infect. Control 2020, 9, 1-20. [CrossRef] [PubMed]

Lombardo, A.; Boselli, C.; Amatiste, S.; Ninci, S.; Frazzoli, C.; Dragone, R.; De Rossi, A.; Grasso, G.; Mantovani, A.; Brajon, G.
From Invention to Innovation: Risk Analysis to Integrate One Health Technology in the Dairy Farm. Front. Public Health
2017, 5, 302. [CrossRef]

McKee, C.D.; Islam, A.; Luby, S.P; Salje, H.; Hudson, PJ.; Plowright, R K.; Gurley, E.S. The Ecology of Nipah Virus in Bangladesh:
A Nexus of Land-Use Change and Opportunistic Feeding Behavior in Bats. Viruses 2021, 13, 169. [CrossRef]

Roberts, V.A.; Vigar, M.; Backer, L.; Veytsel, G.E.; Hilborn, E.D.; Hamelin, E.I.; Vanden Esschert, K.L.; Lively, ].Y.; Cope, J.R,;
Hlavsa, M.C,; et al. Surveillance for Harmful Algal Bloom Events and Associated Human and Animal Illnesses—-One Health
Harmful Algal Bloom System, United States, 2016-2018. MMWR Morb. Mortal. Wkly. Rep. 2020, 69, 1889-1894. [CrossRef]
[PubMed]

Fronteira, I.; Sidat, M.; Magalhaes, J.P.; de Barros, FP.C.; Delgado, A.P; Correia, T.; Daniel-Ribeiro, C.T.; Ferrinho, P. The
SARS-CoV-2 pandemic: A syndemic perspective. One Health Amst. Neth. 2021, 12, 100228. [CrossRef]


http://doi.org/10.3389/fmicb.2019.02516
https://archive.izsler.it/pls/izs_bs/v3_s2ew_consultazione.mostra_pagina?id_pagina=2312
https://archive.izsler.it/pls/izs_bs/v3_s2ew_consultazione.mostra_pagina?id_pagina=2312
http://doi.org/10.1002/jsfa.9768
http://www.ncbi.nlm.nih.gov/pubmed/31032967
http://doi.org/10.1016/j.foodcont.2017.05.034
http://doi.org/10.1016/j.toxrep.2019.07.004
http://doi.org/10.1017/S0003356100037417
http://doi.org/10.1080/02652030701823142
http://doi.org/10.1016/j.scitotenv.2014.05.092
https://www.clal.it/en/index.php?section=bilancio_approv2&year=2016
https://www.clal.it/en/index.php?section=bilancio_approv2&year=2016
http://doi.org/10.20506/rst.32.2.2230
http://www.ncbi.nlm.nih.gov/pubmed/24547644
http://doi.org/10.1111/j.1469-0691.2006.01406.x
http://www.ncbi.nlm.nih.gov/pubmed/16643516
http://doi.org/10.1016/j.ecoenv.2017.09.055
http://www.ncbi.nlm.nih.gov/pubmed/28958128
http://doi.org/10.1186/s40168-020-00941-7
http://doi.org/10.1186/s13756-020-00786-7
http://www.ncbi.nlm.nih.gov/pubmed/32762743
http://doi.org/10.3389/fpubh.2017.00302
http://doi.org/10.3390/v13020169
http://doi.org/10.15585/mmwr.mm6950a2
http://www.ncbi.nlm.nih.gov/pubmed/33332289
http://doi.org/10.1016/j.onehlt.2021.100228

	Introduction 
	Methods 
	Results 
	The Danish AMR Monitoring Programme 
	Aflatoxin M1 in Italy as a One Health Issue 

	Discussion 
	Climate Change Modulating Risk Factors for Health 
	The Anthropogenic Environment as a Source of One Health Risk Factors 
	Way Forward for the Environment and One Health 

	Conclusions 
	References

