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Abstract

Biodiversity loss and climate change secondary to human activities are now being associated with various adverse
health effects. However, less attention is being paid to the effects of biodiversity loss on environmental and
commensal (indigenous) microbiotas. Metagenomic and other studies of healthy and diseased individuals reveal
that reduced biodiversity and alterations in the composition of the gut and skin microbiota are associated with
various inflammatory conditions, including asthma, allergic and inflammatory bowel diseases (IBD), type1 diabetes,
and obesity. Altered indigenous microbiota and the general microbial deprivation characterizing the lifestyle of
urban people in affluent countries appear to be risk factors for immune dysregulation and impaired tolerance. The
risk is further enhanced by physical inactivity and a western diet poor in fresh fruit and vegetables, which may act
in synergy with dysbiosis of the gut flora. Studies of immigrants moving from non-affluent to affluent regions
indicate that tolerance mechanisms can rapidly become impaired in microbe-poor environments. The data on
microbial deprivation and immune dysfunction as they relate to biodiversity loss are evaluated in this Statement of
World Allergy Organization (WAO). We propose that biodiversity, the variability among living organisms from all
sources are closely related, at both the macro- and micro-levels. Loss of the macrodiversity is associated with
shrinking of the microdiversity, which is associated with alterations of the indigenous microbiota. Data on
behavioural means to induce tolerance are outlined and a proposal made for a Global Allergy Plan to prevent and
reduce the global allergy burden for affected individuals and the societies in which they live.
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Introduction
Biodiversity loss is a global concern with a variety of
possible adverse consequences for humanity. The rea-
sons for this loss are complex and are in large part due
to the consequence of industrialization, pollution and
utilization of chemicals, which impact the environment
and the microorganisms with which humans have lived
since time immemorial. In recent years, attention has
been paid to the potential health effects of this altered
biosphere. Indeed, the two global megatrends, one in the
state of biodiversity and the other in the prevalence of
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mucosal inflammatory diseases, may be more closely
linked than is commonly recognized (Figure 1).
Inflammation is a cardinal feature of asthma and al-

lergic diseases, autoimmune diseases, and many forms
of cancer [1], but more recently less tangible associa-
tions have been linked to these trends such as an
increased incidence of depression associated with
inflammatory markers [2]. Thus far, the increase in
the prevalence of inflammatory disorders is a
phenomenon largely restricted to the developed
world, while such disorders are still uncommon
among populations in non-affluent regions, i.e. those
regions, which still have more traditional non-urban
lifestyles [3,4]. Adoption of cultural patterns and nu-
tritional habits from affluent countries, together with
declining frequency and severity of intestinal parasitic
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Figure 1 Two global megatrends in biodiversity and public health. (a) Declining biodiversity (percentage change) since 1970 as measured
by two indices. WPSI=Waterbird Population Status Index; LPI=Living Planet Index [14]. (b) Increasing trends in the prevalence of inflammatory
civilization diseases, asthma and allergic rhinitis among military conscripts in 1966-2003 [165] as an example (modified from ref. [14]).
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infections, are rapidly changing the allergy trends upwards
also in many developing countries [5]. Not unexpectedly,
loss of traditional cultures and loss of biodiversity are
likely linked and as such, driven by shared factors such as
increased urbanization, commercialization and widespread
use of chemicals [6].
Previous studies reveal that microbe-rich environments

confer protection against allergic and autoimmune dis-
eases [3,4,7], but it is likely that declining biodiversity is
more generally responsible for human immune dysfunc-
tion. Hanski et al. [8] showed recently, that compared with
healthy adolescents the atopic individuals had lower envir-
onmental biodiversity – in the form of species richness of
native flowering plants and in the land use type – in the
surroundings of their homes. The atopic adolescents also
had significantly lower generic diversity of Gram-negative
gammaproteobacteria on their skin. Furthermore, the
abundance of the genus Acinetobacteria on the skin was
positively correlated with the peripheral mononuclear cell
expression of IL-10, a key anti-inflammatory cytokine in
immunological tolerance. Gammaproteobacteria are com-
mon in the soil, but are particularly dominant in above-
ground vegetation, such as flowering plants.
The line of evidence that the declining biodiversity of

plants, animals, and their natural habitats is associated
with changes in the interactions between humans and
microbes, and that these interactions might be causally
related to the increasing prevalence of asthma and allergy
as well as other inflammatory disorders, is reviewed in
this paper.

Focus on environmental factors
Irrespective of major efforts to clarify the genetic causes,
which predispose to the onset of asthma and allergic
diseases, the results remain rather modest [9], underscor-
ing the genetic complexity of these multi-trait diseases.
Increased attention is now focused on critical environmen-
tal factors in the search for the origins of these diseases.
Studies of immigrants, epigenetic studies and mapping of
the gut microbiota have provided compelling evidence that
the environment can fundamentally modulate immune
function in humans (Table 1). Poorly developed or broken
immune tolerance plays a role in the pathogenesis of many
diseases such as allergy and asthma, autoimmunity, cancer,
chronic infections, abortions [10].
Living in urban environments with higher exposure to

chemicals and with reduced green space with the conse-
quence of limited plant, animal and microbial life is
associated with immune dysfunction and impaired tole-
rance in humans [11]. Reduced contact with nature and
environmental microbiota appears to be linked with a
range of civilization diseases, including allergy and type
1 diabetes [12]. Of considerable concern is that these
chronic inflammatory diseases are becoming increas-
ingly prevalent in low and middle income countries in
parallel to their improving economic development and
adoption of western-type urbanization. It is possible that a
more biodiverse exposure confers more protection, not
only against infectious diseases [13], but also against
chronic inflammatory (and possibly malignant) diseases.
Novel methodologies now allow accurate determi-

nation of microbial communities in various ecosystems.
Despite this advance in technology, hardly anything is
known about the interactions between environmental and
indigenous microbiotas. How are reduced biodiversity and
the change in the micro-organism profile found in urban
and more affluent environments reflected in the indigenous
human microbiotas? What are the effects of biodiversity
loss of plants and animals on environmental microbiota?
We propose that biodiversity at the level of macrobiota

and microbiota are interrelated in that biodiversity loss of
the former is likely to be associated with loss of diversity



Table 1 Evidence of the immunomodulatory capacity of the living environment in humans

Evidence from Altered susceptibility to References

Immigrant studies Allergic diseases [74,75,77,78]

Type 1 diabetes [73]

Multiple sclerosis [76]

Obesity, type 2 diabetes [79]

Depression [80]

Cancers [81]

Epigenetic studies

Microbial deprivation Allergic diseases [111,117,118]

Air pollution Asthma deterioration [119]

Studies on the gut and skin microbiota

Microbial deprivation, altered composition Allergic diseases [8,51-54]

Data on altered susceptibility to inflammatory diseases are for immigrants moving from less affluent to affluent countries, except in ref [76].
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of the latter [14]. Moreover, biodiversity loss leads to
reduced interaction between environmental and human
microbiotas. This in turn may lead to immune dysfunction
and impaired tolerance mechanisms in humans.
Concepts of biodiversity
By definition, biodiversity is ‘the variability among living
organisms from all sources, including, inter alia, terres-
trial, marine and other aquatic ecosystems and the eco-
logical complexes of which they are part. This includes
diversity within species, between species and of ecosys-
tems’ [15]. In practice, the key elements of biodiversity in-
clude genetic diversity of populations and species; the
richness of local and global species; the spatial extent and
the state of natural habitats; and the functioning of ecosys-
tems that provide various essential services to mankind.
The year 2010, the United Nations’ International Year

of Biodiversity, was to be the turning point for biodiver-
sity decline, but a recent comprehensive report shows
that this target has not yet been met; the rate of bio-
diversity loss does not show signs of decreasing, and
worryingly, the indicators which reflect the various pres-
sures on biodiversity continue to increase [16]. For
example, one-third of the sufficiently well-defined spe-
cies of animals and plants are currently classified as
threatened (56000 species) [17].
Although the Convention of Biological Diversity [15]

is primarily concerned with plants and animals, biodiver-
sity also includes micro-organisms, which are less visible
but comprise the bulk of living matter on our Earth [18].
Biodiversity, according to the definition, concerns both
environmental and commensal microbiota. Thus far,
little attention has been paid to the biodiversity of en-
vironmental microbiota.
Biodiversity and human health
There is a rich literature to demonstrate that natural
environments are of vital importance to the physical and
mental health of humans [19], and as a consequence,
biodiversity should be integrated into the conventional
measures of well-being and recognized as a global public
good requiring conscious collective choices [20].
A recent large study found that the annual preva-

lence rate of most disease clusters was lower in envi-
ronments where people were living with more green
space (10% or more than the average) within a 1 km
radius. This effect was most pronounced for depression
and anxiety, but also significant for asthma/COPD,
diabetes and coronary heart disease [21]. Green space,
including forests and natural areas as well as parks,
may act as a buffer between stressful life-events and
health [22]. Aligned to this concept, better self-reported
health and lower stress scores also have been reported
to be inversely associated with the distance to green
space [23].
A meta-analysis of 10 intervention studies reveal that

‘green exercise’ (activities in natural environments), even
of short duration, significantly improved the physical
and mental health [24]. Of importance, physical activity
in a natural environment versus other settings, appears
to have more beneficial health effects [25].
Several on-going studies have examined the health effects

of forests [26]. Compared with urban settings, forest
environments are associated with lower cortisol level,
lower pulse rate and blood pressure as well as with higher
parasympathetic and lower sympathetic nerve activity in
healthy individuals [27]. It is increasingly recognized
that exposure to nature, and forest environments in par-
ticular has the potential to substantially improve human
health [26].
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The health effects of natural environments are obvious,
but difficult to examine experimentally. Accumulating
evidence underlines the critical role for micro-organisms
in the normal development and maintenance of mucosal
integrity and tolerance [28,29]. Urbanization and general
loss of biodiversity, combined with sedentary indoor life-
styles have been a principle driving factor leading to
microbial deprivation [14,30] and may play a significant
role in the epidemics of inflammatory diseases. Neverthe-
less, more data and better understanding of the relevant
mechanisms underlying the ‘nature effect’ at the cellular
and molecular levels are necessary.

Immune regulation – mechanisms of tissue integrity and
homeostasis
Various immune cells must interact with microbes for
normal development and function. Protective mechan-
isms against inflammatory diseases involve the activation
of the innate and regulatory networks by continuous
exposure to microbial components via the skin, gut and
respiratory tract. Humans have evolved with these micro-
organisms, which do not elicit defensive immune responses,
but rather induce immune regulatory circuits. A suddenly
reduced abundance or diversity of these micro-organisms,
previously ubiquitous, may have led to failures to regu-
late and restore appropriate immune and inflammatory
responses [11].
Signaling via Toll-like receptors (TLRs) and other

conserved pattern-recognizing molecules [31,32] that
are present on/in various cells play a decisive role, not
only in host defense against pathogens, but also to main-
tain epithelial cell homeostasis and tissue repair [28]. This
apparently universal phenomenon has been shown in
various tissues and occurs in wound healing [33]. Evi-
dence from mice highlights the role of TLR stimulation
to confer protection against inflammatory conditions,
supporting the epidemiological studies of human popu-
lations living in a microbe-rich environment. The effects
were mediated by induction of regulatory circuits [34,35]
and by stimulating innate immune mechanisms in epithe-
lial cells [36].

Alterations in human microbiota – implications for
immune dysregulation and inflammatory disorders
A fundamental role for micro-organisms in human health,
whether indigenous or environmental, is becoming increas-
ingly evident. Commensals are no longer considered as
passive bystanders or transient passengers, but increasingly
as active and essential participants in the development and
maintenance of barrier function and immunological toler-
ance [37]. They are also involved in the programming of
many aspects of T cell differentiation in co-operation with
the host genome [29]. Mounting evidence also shows that
alterations in the indigenous microbiota correlate with
inflammatory disease states [38]. The indigenous flora may
not only comprise bacteria and fungi, but also viruses and
microscopic protozoans, although hardly any data on the
latter are available.
This paper focuses on the gut and skin bacterial flora,

the two microbiotas that have been studied in greatest
detail. Although the current literature is dominated by
data about the gut flora to maintain immune tolerance
and health, the on-going metagenomic studies may dem-
onstrate a significant role for microbiotas at other sites,
including the respiratory tract [39] and skin [40].

Gut microbiota and inflammatory diseases
The human gut flora is thought to be an essential ‘organ’,
which not only provides nutrients, but also regulates
epithelial development and orchestrates innate immun-
ity [41]. The gut community is dominated by only two
phyla, Firmicutes and Bacteroidetes, and to a lesser ex-
tent by Acinobacteria and Proteobacteria, even though
the populations of bacteria in the gut are huge and
diverse at both the genus and species levels [41-43].
Recent metagenomic data indicate that any one individ-
ual harbours an assemblage of at least 160 species,
which are partly shared with other individuals. The total
number of bacterial species identified in a sample of 124
Europeans was 1000 to 1150 [44], suggesting a rather
distinct composition of flora present in each individual.
The microbiota is variable and shows temporal fluctu-

ation in early life. When a steady state is reached, the
composition of the gut flora remains relatively stable
over time, providing that no major changes in lifestyle or
environment occur [45]. Early environmental exposures
are thus considered the key determinant of adult gut
microbiota [46], as is the type of diet consumed [47-50].
Clues about the influence of environmental factors on
the development of the gut microbiota have been
obtained from studies of infants in Estonia and Sweden
and provide some of the first evidence that the compos-
ition of gut microflora between non-western and western
children in early life differs and that these disparities could
be associated with the manifestation of allergic diseases in
later life [51-53]. Using novel molecular-based methods, a
Swedish study revealed that a more diverse gut microbiota
early in life is associated with protection against allergy at
the age of 5 years [54].
Dysbiosis, the reduced diversity and disturbed com-

position of the gut microbial community, not only has
an influence on the occurrence of asthma and allergies,
but also on other chronic and relapsing inflammatory
conditions that include type 1 diabetes [55], inflamma-
tory bowel disease (IBD) [56,57], obesity [42], and even
psychiatric disorders, such as depression [58]. Studies in
both mice and humans indicate that some common
members of the normal microbiota could exert a special
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role in maintaining homeostasis and immune health
[29,45,56,57]. A decrease or absence of these microbes
in the colon has been shown to lead to impaired deve-
lopment of regulatory T lymphocytes (T reg cells), the
T cell subset that mediates suppression of T-cell mediated
inflammatory responses. Moreover, an imbalance of ‘pro-
inflammatory’ and ‘anti-inflammatory’ microbes may also
result in an increased susceptibility of the host to inflam-
matory diseases [29] and could explain the increase in
paediatric inflammatory bowel disease (IBD) [59], one of
the many inflammatory diseases being reported with in-
creasing frequency in westernized countries (Figure 2).
Although it is unclear what is the cause and effect, the

rich literature on the mechanisms for the development
of epithelial cell tolerance and homeostasis referred to
above and the experimental models using transfer of
gut microbiota [55,60] support the concept of alterna-
tive stable states. Altered environmental microbiota and
reduced signaling of TLR and other receptors cause im-
mune dysfunction, enhancing the colonization and growth
of a biased microbiota, thus creating a self-perpetuating
circle to push the host-microbe interaction toward an
‘unhealthy’ state [14]. Collectively, sedentary lifestyle in
affluent urban environments does not provide adequate
microbial exposure to develop ‘healthy’ microbiota, an
essential part of the immune system closely linked to
the development and maintenance of epithelial cell tol-
erance and homeostasis. An indirect illustration of this
concept is that faecal microbiota transplant has been
successfully used to restore the microbiota balance in
severe Clostridium difficile infections [61].

Skin microbiota
Skin flora, similarly to gut flora, can be viewed as a com-
munity or an organ composed of various cell lines that
communicate with each other and with host cells. The
use of global metagenomic approaches reveals that the
microbial diversity of the skin is comparable to that in
the gut [44,62], giving credence to the fact that the skin
flora is a part of the immune system and able to shape
the responses. In genetically predisposed individuals,
various environmental factors may lead to inflammatory
skin responses and impaired barrier function as seen
with chronic eczema [63]. A good example is the pos-
sible role of staphylococci in predisposing to atopic
eczema [40], but on a larger scale, the role of skin
microbiota in barrier function is not yet fully elucidated.
Several metagenomic studies [62,64-66] demonstrate

that the skin microbiota is composed mainly of members
of the same four phyla that comprise the gut microbiota,
although with dissimilar relative abundances [64-66]. An
exciting and highly relevant study shows that each of
these two body sites harbour its own characteristic
microbiota, with little temporal variation [64,65]. The
factors that determine these complex communities and
their relationship to the host both to maintain health
and predispose to disease open up a whole new field of
inquiry into human homeostasis and its potential link to
the wider environment.
As in the gastrointestinal tract, the skin microbial

community includes both transient and resident micro-
biota [66,67], suggesting that at least a part of the skin
flora is in a dynamic interaction with the environment.
To probe these interactions, long-term studies are needed
over lifetime, on the intensity and composition of the
skin flora in people living in contrasting environments
in different countries and socioeconomic conditions and
their associations with health and disease.

Effect of antibiotics
Antibiotics modulate microbiota, and the effect may be
long-term. One-week course affected the gut microbiota
even for three years [68]. Recent systematic review by
Murk et al. [69] indicated a slight increase in the risk of
asthma, if antibiotic were used during pregnancy or in
the first year of life. Hill et al. [70] showed how in anti-
biotic treated mice commensal-derived signals influenced
basophil hematopoiesis and susceptibility to TH 2 cytokine-
dependent inflammation and allergic disease. Cho et al. [71]
increased adiposity in young mice by administering sub-
therapeutic doses of antibiotics. Changes were observed in
the gut microbiota as well as in copies of key genes
involved in the metabolism of carbohydrates to short-chain
fatty acids.
Altogether, antibiotic manipulation seems to alter, es-

pecially in early-life, metabolic homeostasis and increase
risk of allergic and other inflammatory conditions.

Immigration reshaping immune regulation
Immigrant studies have provided invaluable evidence for
the immunoregulatory capacity of the living environ-
ment. When immigrants move from areas of low to high
prevalence of disease, they have a good health status at
the time of arrival (healthy immigrant effect), but this
declines thereafter and converges to that of the natives
[72] or even becomes worse. The immunomodulatory
changes appear to occur within 10 years after arrival
[72-75], and these changes are not restricted to young
people only but also occur in adults as well [76,77]. This
immunomodulation by “cultural adaptation”, which leads
to changes in disease susceptibility, appears to be universal
and has been reported for various inflammatory diseases,
including asthma and allergic diseases [74,75,77,78],
autoimmune diseases, such as type 1 diabetes [73] and
multiple sclerosis [76], obesity and type 2 diabetes [79],
depression [80] and civilization cancers [81].
Of note, this list of disorders is almost identical to the

disease spectrum associated with altered gut microbiota
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as discussed above. Recently-arrived individuals may
experience a particularly dramatic reduction in health
status, even if they are younger than the native residents
and earlier immigrants. The relatively rapid change in
health status is best explained by the dietary factors
affecting gut microbiota. In addition to dietary factors
and environmental exposures, psychological factors, such
as loss of socioeconomic status contributing to stress and
depression [72], are likely to play a key role in the immune
modulation observed in immigrants.

Additional risk factors
Air pollution
Indoor and outdoor pollution is a major environmental
risk factor for asthma and allergy not only increasing the
prevalences of long-term symptoms but also acute attacks
[82]. The association studies indicate that ambient air
pollution is connected to asthma, rhinitis, rhinocon-
junctivitis, acute respiratory infections, the need for asthma
drugs, and hospital admissions because of respiratory symp-
toms. Indoor tobacco smoke is the most obvious risk factor,
which can be reduced by legislation and education. In
Turkey a tobacco ban initiated in 2009 resulted in a 24%
decrease in respiratory emergency visits in Istanbul in
one year [83].
The main ambient air pollutants are derived from fuel

combustion (traffic and various industrial sources like
power plants and refineries). Fine particulate matter,
nitrogen and sulphur compounds (NOx, SOx) are the
most important pollutants emitted directly to the atmos-
phere. Ozone (O3) is produced by the reaction of sunlight
with air containing hydrocarbons and NOx. In China,
ambient air pollution is associated with 300 000 deaths
and 20 million cases of respiratory illnesses annually [84].
The most important sources of indoor air pollutants,

in addition to tobacco smoke are biomass fuels, like
wood and coal, for heating and cooking, cleaning and
washing products and mold/dampness. Conservative
estimates indicate that indoor air pollution may be re-
sponsible for nearly two million deaths per year in deve-
loping countries [85].

Climate change
The Intergovernmental Panel on Climate Change (IPCC)
defines climate change as a “change in the state of the
climate that can be identified (e.g. using statistical tests)
by changes in the mean and/or the variability of its
properties and that persists for an extended period, typ-
ically decades or longer. It refers to any change in cli-
mate over time, whether due to natural variability or as
a result of human activity.” The IPCC further states that
warming of our climate system is unequivocal, demon-
strated by increases in global air and ocean temperatures
in addition to widespread melting of snow and ice as
well as rising sea levels [86]. Climate change is resulting
in chemical, physical and biologic stressors that have far
reaching consequences to health [87].
The prevalence of asthma and allergic rhinitis has mark-

edly increased globally since the 1960s [88,89]. Pollen is
an important trigger in many patients with allergies and
asthma. Air pollution and higher concentrations of CO2-
induced increases in levels and allergenicity of allergenic
pollens may be contributing to increasing prevalence of
allergic disease and asthma, with climate change a plaus-
ible explanation for both [90].
Climate change has direct impacts on aeroallergens, in

particular pollens and mold spores and allergic diseases
[90-92]. Pre-Industrial CO2 levels in 1870 were 280
ppm, followed by a steady increase of 35% by 2005 to
379 ppm, with urban areas exhibiting the highest levels
[87]. Several studies have demonstrated direct correla-
tions between rising CO2 and increases in both pollen
and biomass levels, as well as increased allergenicity of
the pollen [93,94]. Ziska, et al. [94] tested the hypothesis
that ragweed pollen levels were impacted by pre-
industrial revolution CO2 level (280 ppm), current CO2
levels (370 ppm) and CO2 levels (600 ppm), projected
level for the year 2100. All variables remained constant
using a greenhouse environment, with the exception of
rising CO2 levels. There was a 132% increase in ragweed
pollen from pre-industrial to current and an additional
90% increase in pollen level at projected 2100 levels. In
the greater Baltimore area between 2000 and 2001, Ziska
demonstrated that the urban levels of CO2 were 30%
higher and temperature 2 degrees Celsius higher than
surrounding rural areas. A fundamental aspect of climate
change is the potential shift in flowering phenology and
pollen initiation associated with milder winters and
warmer seasonal air temperature. Earlier floral anthesis
has been suggested, in turn, to have a role in human dis-
ease by increasing the time of exposure to pollen that
cause allergic rhinitis and related asthma. In the urban
area, the ragweed plants produced 189% more pollen,
compared with the surrounding rural area [95].
Correlation between earlier ragweed pollen start dates,

prolonged pollination cycles and increasing latitudes of
ragweed growth in North America has also been reported,
with a nearly linear increase from Oklahoma City with
1 day earlier from 1995 to 2009 to a high of 27 days
earlier in Saskatoon, Canada [96]. In addition to increases
in pollen levels and prolonged pollination cycles, there is
also evidence of an impact on pollen spatial distribution,
dispersal of pollen and increased allergenicity of the
pollens [97,98].
D´Amato et al. [99] have described the potential of cli-

mate change to alter atmospheric circulation patterns,
which contribute to long distance transport of allergenic
pollen. Extreme events like thunderstorms and cyclones
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have an impact on aeroallergens increasing the risk of
sudden exposure.
In high CO2 environments, birch pollen exhibited

increased bet-v-1 specific IgE binding compared to
baseline levels, p<0.05 [100]. Interestingly, similar fin-
dings have been demonstrated with molds, specifically
Alternaria alternata, with a significant increase in spore
production as well as an increase in allergenicity in high
CO2 environments compared to low [92]. These effects
do not seem limited to pollen and spores. Increased to-
xicity (allergenicity) has also been demonstrated in poi-
son ivy subjected to elevated atmospheric CO2 [101].
A recent retrospective study looked at 27 years of pollen

counts compared with correlating prevalence of the deve-
lopment of allergen sensitivity. Significant increases in
pollen levels and duration of the pollen season of cypress
(+18 days), olive (+18 days) and parietaria (+85 days) were
demonstrated, with no significant change in birch or grass.
The percentage of patients sensitized to those pollens
significantly increased (p<0.05), while there was no change
in the prevalence of dust mite sensitivity (used as a con-
trol). The authors went on to look at climate variables,
finding significant correlations with rising levels and pro-
longed season with increasing temperatures and increased
solar irradiation [102].
Impact of climate change on indoor aeroallergens,

such as molds, house dust mites, cockroaches, rodents,
and others pests have received less attention than those
on outdoor allergens. For example, increased relative
humidity will increase the risk for mold growth and
heavy periodic rainfalls stress the buildings to manage
excess water flow [103].

Gene – environment interaction
Disposition to atopy and associated allergic disorders
are strongly heritable. In addition, most atopic diseases
coexist in the same patients suggesting overlapping
mechanisms that involve in large part Th2-related inflam-
matory mechanisms. Atopy that predisposes to enhanced
sensitisation to common allergens is only one genetic
factor driving the heritability of allergic disease, another
are genes that predispose to expression of the atopic
phenotype in a particular organ. A good example is atopic
dermatitis (eczema). The mutations of the filaggrin gene
may increase skin permeability and predispose to allergen
penetration and sensitisation of the skin (also upper air-
ways) and are closely associated with severe disease [104].
A breakdown of epithelial barrier function is also an emer-
ging factor in other allergic diseases such as food allergy,
rhinosinusitis and asthma although other defects beyond
filaggrin are involved [105].
The large geographic variations in the prevalence of

allergic diseases and rising trends reported in the low
and middle income countries have been linked to some
aspects of Western lifestyles, but what these factors are
have so far eluded definition. The genetic changes in
populations over the time when these trends have oc-
curred cannot account for the rise in allergic disease
associated with socioeconomic gradients. As discussed
earlier, changes in microbial exposure, diet and expos-
ure to pollutants and chemicals (not discussed further
in the present paper) are all being pursued as possibil-
ities. Most likely, it will be multiple environmental
changes interacting at different time points across the
life course (including pregnancy) that interact to predis-
pose to allergic sensitisation and atopic disease.
Although there have been many examples of genetic

mutations of pathogen recognition receptors (PRR),
especially toll-like receptors influencing the association
between atopic disease including asthma, genome- wide
association studies (GWAS) have in this respect been
disappointing [106].
This is especially the case in the protective influence of

early life microbial exposure in farming and related envi-
ronments and anthroposophic lifestyles, and novel genes
associated with asthma and atopy. The exception is expos-
ure to maternal and environmental tobacco smoke that
has been reported to increase the strength of association
between some novel genes and asthma e.g. the ORMDL3
locus on 17q21 and PCDH1 on 5q31-q33 [107]. What are
now needed are GWAS in which environmental measures
and individual responses are incorporated at the start in
order to uncover those disease-related genes that are
most sensitive to particular environmental exposures.
Another way of seeking such genes is to explore epigenetic
influences.

Epigenetic modulation
Epigenetic changes, functionally relevant, environmen-
tally induced genome modifications that can be heri-
table, but are unrelated to DNA sequence changes [108],
has received much attention over the past few years as
an explanation of immune modulation by environmental
exposure. Environmental factors are key players in
activating or silencing genes by altering DNA (CpG is-
land) and chromatin histone acetylation, methylation
and phosphorylation thereby altering chromatin struc-
ture, or through the inhibitory effects of microRNAs on
gene translation, thus modifying disease susceptibility in
individuals.
Epigenetic changes are likely to be of major impor-

tance in contributing to phenotypic expression of com-
plex disease and are highly disease- and organ- specific.
GWAS of several complex diseases have identified a
number of genetic variants, but these variants only
explain a minor part of disease susceptibility. For ex-
ample, over 45 single nucleotide polymorphisms (SNP)
associated with Type 2 diabetes account for only 10% of
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the phenotype. In the case of asthma, the EU GABRIEL
collaboration reported highly significant genome-wide
associations with loci on chromosomes-17 (ORMDL3/
GSDMB), -2 (IL1RL1/IL18R, -6 (HLA-DQ gene cluster),
-9 (IL33), -15 (SMAD3) and -22 (IL2RB) that is claimed to
account for up to 50% of asthma risk across the life course
[109]. Nevertheless, only a small proportion of the herit-
ability of asthma can be accounted for by novel genes
identified by GWAS. The missing heritability may in part
result from non-synonymous variants with high pene-
trance as has been reported in some cases of extreme
obesity.
The involvement of epigenetic changes in this ‘missing

heritability’ [108] is also apparent, but still needs to be
verified. Studies of disease discordance in monozygotic
(MZ) twins indicate that significant epigenetic modulation
occurs in utero. A study among newborn twins highlights
the importance of the intrauterine period for establishing
epigenetic variability in humans [110]. It is likely that
many factors will influence epigenetic expression of spe-
cific genes beyond disease including, but not limited to,
age, sex, shared environments, diet and smoking.
A microbe-rich environment has been shown to

induce both pro-inflammatory and regulatory circuits
very early in life [111], indicating early activation of the
relevant genes. Prenatal exposure to high levels of
microbial products e.g. milking parlours and cow sheds
is especially protective. Such exposures lead to high cir-
culating levels of Tregs, so that in mice, selective deple-
tion of Tregs during the allergen sensitisation phase
dramatically enhances experimental allergic lung inflam-
mation [112]. One study in humans has shown that
maternal cells have the capacity to traverse the placenta
and enter fetal lymph nodes to induce Tregs with sup-
pressive functions to prevent anti-maternal immunity
[113]. Recently, reduced human placental Foxp3 has
been shown to be associated with subsequent infant
development of allergic disease [114].
Further support for maternal programming to protect

against infant allergen sensitisation comes from exposing
pregnant mice to the Gram-negative, non-pathogenic
bacterium Acinetobacter lwoffii F78 found in cow sheds
and which has been shown to activate TLR2, 3, 4, 7, and
9. Combining prenatal exposure to A. lwoffii F78 with a
mouse model of Th2-mediated airway inflammation
leads to protection from development of an allergic lung
phenotype in the offspring [115,116]. The mechanism
involves up-regulation of maternal lung TLR expression,
initiation of a transient acute local Th1-like inflamma-
tory response, systemic release of inflammatory cyto-
kines and a down-regulation of TLR and cytokine
expression in the placenta. As the offspring from A.
lwoffii F78-treated TLR2/3/4/7/9−/−mothers were no
longer protected from Th2-type airway responses to
inhaled antigen, maternal TLR signalling appears crucial
for mediating the transfer of this transgenerational pro-
tective effect. Most recently, the inhibitory effect of A.
lwoffii F78 on the development of an allergic lung
phenotype in the offspring has been shown to be IFN-γ
-dependent and epigenetically controlled through chro-
matin histone 4 (H4) acetylation of the IFNG promoter
of CD4+ T cells with inhibition of H4 acetylation abo-
lishing the Th2-protective phenotype [117,118].
Traffic-related air pollution is an example of an envi-

ronmental factor that may increase disease susceptibility
due to epigenetic changes. A study among school chil-
dren with and without asthma living in areas with
contrasting levels of ambient air pollution showed that
pollution is associated with increased methylation of
CpG islands in the Foxp3 locus, reduced T reg cell func-
tion and increased asthma severity scores. A dose-
dependent relationship between the exposure to air
pollution and Treg cell function and/or Foxp3 methyla-
tion has been reported [119]. However, complete
demethylation of the regulatory regions of the Foxp3
gene is required for stable Foxp3 expression linked to
Treg cell function [120]. Traffic-related particles have
been found to exert epigenetic modulation even when
exposure occurs via the placenta [121].
Though early life is important for epigenetic modula-

tion, such changes also occur in adults [122], which is
not unexpected, given the inherent plasticity of the epi-
genetic mechanisms. This plasticity also provides for an
opportunity for environmental/behavioural strategies in
disease prevention [123].
Although the imbalance in regulatory versus inflam-

matory circuits is a universal feature in various inflam-
matory conditions, the basic mechanisms have been
examined in greatest detail in allergic diseases, the focus
of the following discussion.
Tolerance – the key issue in allergy prevention
The concept of induction of immune tolerance has
become a prime target for prevention and treatment
strategies for many diseases such as allergy, asthma,
autoimmunity, organ transplantation and infertility in
which dysregulation of the immune system plays an
essential role. In addition to various modes of allergen-
SIT, healthy immune response development during high
dose of allergen exposure in beekeepers and cat owners
have been intensively studied to understand mechanisms
of allergen tolerance in humans [124,125]. Mechanisms
include changes in the profile of allergen-specific me-
mory T and B cell responses, and specific antibody iso-
types towards a non inflammatory direction, as well as
decreased activation, tissue migration and degranulation
of mast cells, basophils and eosinophils [10,126,127].
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In different guidelines and consensus reports little
attention is devoted to immunological tolerance and
how to strengthen this in the prevention and manage-
ment of allergic diseases. This is the case in spite of the
fact that basic immunological mechanisms of tolerance
have largely been unravelled and the commonly used
strategy to reduce allergen exposure at different stages
from the inception of an allergic disease to its life-long
expression (allergen avoidance) is of questionable effi-
cacy. With the possible exception of occupational expo-
sures, effective allergen avoidance is difficult, if not
impossible, and the results from the avoidance trials
have been mostly discouraging [128,129]. Although there
is some evidence that multiple allergen reduction strat-
egies are more successful, at least for primary prevention
[130], complex and multifaceted avoidance procedures
cannot be seen as a long term solution for a common
public health problem [131].
It has been generally thought that the dose-response

curve for gaining immunological tolerance to different
allergens/ bioparticles is different. However, the emer-
ging picture is that a non-linear bell-shaped dose-
response curve is a universal phenomenon, shown at
least for endotoxin, fungal 1-3-beta-glucans, cat and dog
allergens, rat and mouse allergens and house dust mite
allergens (reviewed in [128]). In several recent reviews,
the mechanisms in the development of tolerance have
been comprehensively considered [132-134].
Clinical tolerance in its broadest terms comprises

not only immunological tolerance, but also tolerance
affecting tissues and cells other than the immune sys-
tem, including psychological tolerance. Mild, intermit-
tent allergy can be viewed as a trait or characteristic
rather than a state requiring regular treatment or strict
instructions for allergen avoidance. Mild allergy does
not necessarily worsen with time [135], but often, par-
ticularly in children, wanes naturally through child-
hood and adolescence.
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B cells
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NKT NK
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Practical actions to promote allergy health
There are no clearly established guidelines for primary
prevention of allergic disease or any established methods
to non-specifically strengthen tolerance in established
disease. However, data have accumulated to indicate that
some simple behavioral activities can confer some pro-
tection against or alleviate allergic diseases, providing
indirect evidence of their beneficial effects on tolerance.
Not unexpectedly, such interventions include physical
exercise, a healthy diet and connection with the natural
world and countryside. Acting in synergy with specific
immunotherapy, enhancing tolerance by these means is
important also in secondary prevention (Figure 3).
In Western societies, chronic inflammatory diseases

affect an increasing proportion of the population. In pre-
vention and disease management, studies that highlight
the immunological and anti-inflammatory effects of
environmental- and life-style factors are urgently needed,
particularly in view of this increased inflammatory bur-
den (Tables 2, 3).

Physical activity
Several outlines of evidence emphasize the risks of a
sedentary lifestyle for health. Physical inactivity increases
the inflammatory burden, independently of obesity, and,
conversely, exercise programs decrease systemic low-
level inflammation in various patient groups and healthy
adults (reviewed in [136]). The anti-inflammatory effects
of physical exercise seem to be mediated by activating
the regulatory circuits, including regulatory T cells. For
example, in healthy adults, a 12 week program of mode-
rate exercise 3 times per week significantly improved
regulatory T cell numbers and function [137]. Moderate
exercise for 12 weeks in patients with type 2 diabetes,
significantly decreased HbA1c levels while increasing
IL-12 levels and the expression of transcription factors
T-bet and Fox3p+, indicating improvements both in the
metabolic and the immune systems [138]. In asthmatic
,
ils,
sophils
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Table 2 Practical advice to build-up and improve
tolerance for primary prevention [157]

Primary prevention

• Support breastfeeding, solid foods from 4–6 months.

• Do not avoid environmental exposure unnecessarily (e.g. foods, pets).

• Strengthen immunity by increasing connection to natural environments.

• Strengthen immunity by regular physical exercise.

• Strengthen immunity by healthy diet, e.g. traditional Mediterranean or
Baltic type.

• Use antibiotics only for true need, majority of microbes are useful and
build-healthy immune function.

• Probiotic bacteria in fermented food or other preparations may
strengthen immune function.

• Do not smoke, e.g. parents smoking increase asthma risk in children.
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children, a 12-week exercise program decreased total-
and house dust mite specific IgE levels [139]. The
anti-inflammatory effect of exercise has also been
demonstrated in a murine model of asthma [140]. Phys-
ical activity is an especially important means for primary
allergy prevention in children. In particular, children
with asthma benefit from moderate physical activity, as
they have frequently been found to be more inactive
than their non-asthmatic peers [141].

Healthy diet
In addition to micro-organisms, dietary factors have
been extensively studied to uncover possible additional
factors behind the asthma and allergy epidemics in mo-
dern urban environments, given the modulatory poten-
tial of nutrients on epigenetics, intestinal microbiota and
immune function [142]. While an inverse link between
various nutrients or vitamins and occurrence of allergic
Table 3 Practical advice to build-up and improve
tolerance for symptom prevention (secondary
prevention) and to prevent exacerbations/attacks
(tertiary prevention) [157]

Secondary and tertiary prevention

• Regular physical exercise is anti-inflammatory

• Healthy diet is anti-inflammatory, e.g. traditional Mediterranean or
Baltic type of diet improves asthma control.

• Probiotic bacteria in fermented food or other preparations may be
anti-inflammatory.

• Allergen specific immunotherapy:

- allergens as is (foods)

- sublingual tablets or drops (pollens, mites)

- subcutaneous injections (e.g. insect stings)

• Hit early and hit hard respiratory/skin inflammation with medication.
Find treatment for long-term control.

• Do not smoke, asthma and allergy drugs do not have full effects in
smokers.
diseases has been proposed in cross-sectional studies,
the results are inconsistent and inconclusive. However, a
systematic review based on 62 reports and 11 databases
concludes that although the epidemiologic evidence thus
far is weak, it supports a beneficial role for increased
consumption of more fruits and vegetables, associated
with better asthma and allergy outcomes. For example, a
traditional Mediterranean diet confers protection against
persistent wheeze and atopy [143]. It must be also born
in mind that at least a part of the beneficial effect of
fresh fruit and vegetables may be mediated by micro-
organisms abundantly present on their surfaces [144].
Vitamin D deficiency has been suspected to play a role

in the ´asthma epidemic´ as it may influence genomic pro-
gramming of fetal development and subsequent disease
risk and is tightly linked to diet and exposure to sunlight.
This hypothesis is in the process of being tested in a large
controlled trial in pregnant women and their offspring for
the primary prevention of asthma [145,146].
Altogether, little is known of the mechanisms involved

in the effects of healthy diets on the origins and progres-
sion of allergy or associated diseases. With respect to
unhealthy food and overeating, preliminary data are
available to show that obesity in mice and humans leads
to Treg cell depletion in adipose tissues which, in turn,
is associated with adipose tissue inflammation in obese
individuals [147].

Probiotics
The benefits of probiotics to prevent or treat allergic dis-
eases and asthma remain inconclusive. Bacteria-based
products hold great promise for allergy prevention, but
in the case of probiotics, the most beneficial bacterial
strains, doses, duration and timing of supplementation
are not determined [148-150]. A controlled clinical trial
of about 1000 high allergy risk infants indicates that a
probiotic mixture for 6 months has some protective
effect against IgE associated (atopic) eczema at 2 years.
This effect disappeared at 5 years, but remained in cae-
sarean section -delivered children [151]. Probably a more
or less continuous stimulation of innate immunity is
needed to build up and maintain tolerance, not only
intervention of 6 months.

Connection with nature and the natural environment
An urban environment appears to lack elements that
apparently are important for the proper development
of immune tolerance. The recognition of the (absolute)
dependence of humans on both the commensal and en-
vironmental microbiota is crucial to unravel the mechan-
isms involved. In recent years, concepts such as ‘ecotherapy’
[152], ‘green exercise’ [24] and ‘forest therapy’ [27] have
been launched. Urbanization and densification policy
continues globally, and within the next 30 years, it is
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estimated that two-thirds of the world’s population and
85% of the population in the developed countries will
live in urban areas with little green space [153]. Preva-
lence of inflammatory diseases is likely to increase even
more. The health effects of nature and green spaces (see
‘Biodiversity and human health’) should be recognized,
and measures to limit excessive land use and fragmenta-
tion urgently undertaken.

Need for a global allergy plan
Success in several asthma programs in various countries
have shown that a change for the better can be achieved
with a pragmatic population-based action plan with set
goals [154,155]. For allergy, including variable conditions
from asthma to food allergy and anaphylaxis, one such
comprehensive, nationwide plan has been successful
[128,156,157]. In Finland, the allergy initiative collabo-
rated with the government (both central and local) and
several national and international organizations as well
as non-governmental patient organizations to decrease
the burden of all allergic conditions. Such an allergy
action plan is a challenging task given the multifaceted
and complex nature of the entity ‘allergy’ (Figure 4).
The rationale for such a program must stand on two

equally important pillars - the best scientific evidence
and a broad clinical experience. The goals and focus of
the plan have to target the central problems, the plan
and strategies need to be well defined and evaluation
methods defined. In order to address this escalating
major global health challenge, WAO has taken steps in
this direction with the recently published WAO White
Book on Allergy which provides a comprehensive view
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Figure 4 A variety of age-dependent and organ specific clinical allerg
predisposed individuals - contribute to the growing global allergy bu
of the problem, includes reports from its national
member societies about the current state of allergy/
immunology resources in their countries, and offers
recommendations for action [158].

Concluding remarks
An ever-growing proportion of populations suffer
from chronic inflammatory diseases, also called non-
communicable diseases [159], as a result of mismatched
immunological mechanisms and adaptation to modern
urban life. Environmental micro-organisms, previously
ubiquitous and abundantly present e.g. in our food,
drinking water and milk, are key players for the induc-
tion and maintenance of immunoregulatory circuits and
tolerance [11,50]. Our life-style and environment have a
constant and continuous effect on the composition and
dynamics of our microbial communities, and on the in-
nate and adaptive immunity as the result. The total
exposition matters: through gastrointestinal tract, vagina,
skin and airways.
Two independent lines of research, i) metagenomic

studies of the gut microbiota (and increasingly of other
sites) and ii) immigrant studies, indicate that inflamma-
tory diseases characteristic of modern life in affluent
countries are associated with changes in the environ-
mental and indigenous microbiota. Reduced diversity
and changing composition of micro-organisms in envi-
ronments is a consequence and a part of the more global
problem of disappearing natural environments and gen-
eral loss of biodiversity. The ´far out biodiversity´ (plant
and animal life) and the ´close to biodiversity´ (micro-
biotas) are interconnected and shrinking.
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Modern research focuses on microbiotas inhabiting
the barriers of man and environment. The genetic
composition of the barrier microbiotas, microbiomes
mediate the signalling between human DNA and envi-
ronmental DNA. It is this cross-talk, which we are only
starting to explore, that determines our survival; the
capability of the human immune system to make the
difference between danger and non-danger, and the
difference between self and non-self (Figure 5). The bar-
rier microbiomes can be regarded as the “second genetic
reservoir” of man, co-existing as a result of co-evolution
of millions of years.
Pressure caused by the ever growing human popula-

tions has direct effects through habitat destruction and
indirect effects through climate change [160]. Climate
change has the potential to increase aeroallergens such
as pollen and mold spores by earlier start of pollen sea-
son, increased allergenicity, and changes in pollen spatial
distribution. These changes adversely impact allergic
diseases.
Air pollution, both outdoors and indoors, is a severe

global problem and needs full attention. It may break
mucosal tolerance in several ways. However, even in cit-
ies with a relatively clean and controlled air, occurrence
of allergies is high, and even higher than in cities with
more air pollution problems. It is probable that poorly
developed immunological tolerance is more of a basic
factor on which many secondary factors, like air pollu-
tion, build their burden. The interactions are complex
and poorly understood.
The key question is how to maintain and restore toler-

ance in various populations, which, along with globalization,
are more movable than ever? Specific immunotherapy (SIT)
was introduced 100 years ago [161] and has evolved in
many ways. Restoration of tolerance is partly possible even
in diseased individuals. But SIT may work even better,
Barri
microbiom

(gut, skin, a
mediators b

environm
and m

Environmental
DNA

Figure 5 The interactions, “cross-talk” of the three cellular DNA comp
if the mechanisms of innate immunity are targeted
more effectively. No established means for primary pre-
vention are available, albeit bacteria-based products
hold some promise.
The Global Allergy Plan could be a powerful tool to in-

crease awareness of the global public health problem and
combat the high burden of allergies. It may also have a
preventive effect on other non-communicable diseases.
The biodiversity hypothesis can be regarded as an

extension of hygiene [162,163] or “old friends” hypothesis
[1,11] and microbial deprivation or microbiota hypothesis
[164]. Population growth (urbanization) leads to loss of
biodiversity (poor macrobiota/microbiota), poor human
microbiota (dysbiosis), immune dysfunction (poor toler-
ance), inflammation and finally to clinical disease.

Definition of terms
Biodiversity The variability among living organ-

isms from all sources, including,
inter alia, terrestrial, marine and
other aquatic ecosystems and the
ecological complexes of which they
are part this includes diversity within
species, between species and of
ecosystems

Commensal A member of the normal flora
Dysbiosis Reduced diversity and disturbed com-

position of the microbial community
within a given niche

Epigenetic changes Functionally relevant genome mod-
ifications, induced by environmen-
tal stimuli, that can be heritable,
but are unrelated to DNA sequence
changes

Indigenous Within the person (synonymous to
‘commensal’ flora)
Human cell
DNA
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artments determines human survival.
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Macrobiota The living organisms of a region
that are large enough to be seen
with the naked eye.

Metagenomic Refers to all of the genetic material
of a microbial community sequenced
together.

Microbiome All of the genetic material of micro-
organisms within a given niche.
Usually refers to bacteria but can
include also genomes of fungi, viruses
and protozoans

Microbiota The assemblage of micro-organisms
within a given niche. Usually refers
to bacteria, but can include also
fungi, viruses and protozoans

Saprophyte A non-pathogenic environmental
bacterium dependent on degrading
plant material

Note
Reference [165]; see the legend of Figure 1.
References [166-168]; see the legend of Figure 2.

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

Authors’ contributions
TH led the development of the paper. All authors contributed evidence and
analysis in their areas of expertise. WAO regional member organizations
participated in the development and review of the manuscript: AAAAI,
ACAAI, SLAAI, APAAACI, EAACI. All authors read and approved the final
manuscript.

Acknowledgements
This is a Statement Paper of the World Allergy Organization. We are grateful
to Richard F. Lockey, past president of WAO for his support and expertise in
preparing the manuscript. The valuable comments of Curtis L Hedberg, Karin
Pacheco, Wanda Phipatanakul and Dana Wallace are acknowledged.

Author details
1Skin and Allergy Hospital, Helsinki University Hospital, PO Box 160, Helsinki
00029, HUCH, Finland. 2School of Medicine, University of Southampton,
Southampton, UK. 3Nippon Medical School, Tokyo, Japan. 4Swiss Institute of
Allergy and Asthma Research, University of Zurich, Davos, Switzerland.
5Department of Pediatrics, Ramathibodi Hospital, Mahidol University,
Bangkok, Thailand. 6Institute for Immunological Research, University of
Cartagena, Cartagena, Colombia. 7Allergy, Asthma & Immunology Center of
Alaska, Dept of Pediatrics, University of Washington, Washington, USA.
8University of Missouri-Kansas City School of Medicine, Missouri, USA.

Received: 17 January 2013 Accepted: 17 January 2013
Published: 31 January 2013

References
1. Rook GAW: Review series on helminths, immune modulation and the

hygiene hypothesis: the broader implications of the hygiene hypothesis.
Immunology 2009, 126:3–11.

2. Miller AH, Maletic V, Raison CL: Inflammation and its discontents: the role
of cytokines in the pathophysiology of major depression. Biol Psychiatry
2009, 65:732–741.

3. von Hertzen L, Mäkelä MJ, Petäys T, Jousilahti P, Kosunen TU, Laatikainen T,
Vartiainen E, Haahtela T: Growing disparities in atopy between the Finns
and the Russians: a comparison of 2 generation. J Allergy Clin Immunol
2006, 117:151–157.

4. Kondrashova A, Reunanen A, Romanov A, Karvonen A, Viskari H, Vesikari T,
Ilonen J, Knip M, HYöty H: A sixfold gradient in the incidence of type 1
diabetes at the eastren border of Finland. Ann Med 2005, 37:67–72.

5. Caraballo L, Acevedo N: New allergens of relevance in tropical regions:
the impact of Ascaris lumbricoides infections. WAO Journal 2011, 4:77–84.

6. Wu T, Petriello MA: Culture and biodiversity losses linked. Science 2011,
331:30–31.

7. Ege M, Mayer M, Normand AC, Genuneit J, Cookson W, Braun-Fahrländer C,
Heedrik D, Piarroux R, von Mutius E: Exposure to environmental
microorganisms and childhood asthma. N Engl J Med 2011, 364:701–709.

8. Hanski I, von Hertzen L, Fyhrquist N, Koskinen K, Torppa K, Laatikainen T,
Karisola P, Auvinen P, Paulin L, Mäkelä MJ, Vartiainen E, Kosunen TU, Alenius
H, Haahtela T: Environmental biodiversity, human microbiota, and allergy
are interrelated. Proc Natl Acad Sci USA 2012, 109:8334–8339.

9. Moffatt M, Gut IG, Demenais F, Strachan DP, Bouzigon E, Heath S, von
Mutius E, Farrall M, Lathrop M, Cookson W: A large-scale consortium-based
genomewide association study of asthma. N Engl J Med 2010,
363:1211–1221.

10. Akdis M, Akdis CA: Therapeutic manipulation of immune tolerance in
allergic disease. Nat Rev Drug Discov 2009, 8:645–660.

11. Rook GAW: 99th Dahlem conference on infection, inflammation and
chronic inflammatory disorders: Darwinian medicine and the “hygiene”
or “old friends” hypothesis. Clin Exp Immunol 2010, 160:70–79.

12. Haahtela T: Allergies are rare where butterflies flourish in a biodiverse
environment. Allergy 2009, 64:1799–1803.

13. Keesing F, Belden LK, Daszak P, Dobson A, Harvell CD, Holt RD, Hudson P,
Jolles A, Jones KE, Mitchell CE, Myers SS, Bogich T, Ostfeld RS: Impacts of
biodiversity on the emergence and transmission of infectious diseases.
Nature 2010, 468:647–652.

14. von Hertzen L, Hanski I, Haahtela T: Biodiversity loss and rising trends of
inflammatory diseases: two global megatrends that may be related
EMBO Rep 2011, 12:1089–1093.

15. Convention on Biological Diversity. 1992. www.biodiv.org/convention.
16. Butchart S, Walpole M, Collen B, van Strien A, Scharlemann J, Almond R,

Baillie J, Bomhard B, Brown C, Bruno J, Carpenter K, Carr G, Chanson J,
Chenery A, Csirke J, Davidson N, Dentener F, Foster M, Galli A, Galloway J,
Genovesi P, Gregory R, Hockings M, Kapos V, Lamarque JF, Leverington F,
Loh J, McGeoch M, McRae L, Minasyan A, Hernandez Morcillo M, Oldfield T,
Pauly D, Quader S, Revenga C, Sauer J, Skolnik B, Spear D, Stanwell-Smith D,
Stuart S, Symes A, Tierney M, Tyrrell T, Vie JC, Watson R: Global biodiversity:
Indicators of recent decline. Science 2010, 328:1164–1168.

17. Hanski I: Landscape fragmentation, biodiversity loss and the societal
response. EMBO Rep 2005, 6:388–392.

18. Whitman WB, Coleman DC, Wiebe WJ: Prokaryotes: the unseen majority.
Proc Natl Acad Sci USA 1998, 95:6578–6583.

19. Karjalainen E, Sarjala T, Raitio H: Promoting human health through forests:
overview and major challenges. Environ Health Prev Med 2010, 15:1–8.

20. Rands M, Adams W, Bennun L, Butchart S, Clements A, Coomes D, Entwistle
A, Hodge I, Kapos V, Scharlemann J, Sutherland W, Vira B: Biodiversity
conservation: challenges beyond 2010. Science 2010, 329:1298–1303.

21. Maas J, Verheij RA, de Vries S, Speeuwenberg P, Schellevis FG,
Groenewegen PP: Morbidity is related to a green living environment.
J Epidemiol Community Health 2009, 63:967–973.

22. van den Berg A, Maas J, Verheij RA, Groenewegen P: Green space as a
buffer between stressful life events and health. Soc Sci Med 2010,
70:1203–1210.

23. Stigsdotter UK, Ekholm O, Schipperijin J, Toftager M, Kamper-Jorgensen F,
Randrup TB: Health promoting outdoor environments –associations
between green space, and health, health-related quality of life and
stress based on a Danish national representative survey. Scand J Public
Health 2010, 38:411–417.

24. Barton J, Pretty J: What is the best dose of nature and green exercise for
improving mental health? A multi-study analysis. Environ Sci Technol 2010,
44:3947–3955.

25. Mitchell R, Popham F: Effect of exposure to natural environment on
health inequalities: an observational population study. Lancet 2008,
372:1655–1660.

26. Forests and Human Health (ForHealth): IUFRO Task Force 2007–2011. www.
iufro.org/science/task-forces/forests-trees-humans/, www.forhealth.fi

http://www.biodiv.org/convention
http://www.iufro.org/science/task-forces/forests-trees-humans/
http://www.iufro.org/science/task-forces/forests-trees-humans/
http://www.forhealth.fi/


Haahtela et al. World Allergy Organization Journal 2013, 6:3 Page 15 of 18
http://www.waojournal.org/content/6/1/3
27. Park BJ, Tsunetsugu Y, Kasetani T, Kagawa T, Miyazaki Y: The physiological
effects of Shinrin-yoku (taking in the forest atmosphere or forest
bathing): evidence from field experiments in 24 forests across Japan.
Environ Health Prev Med 2010, 15:18–26.

28. Rakoff-Nahoum S, Paglino J, Eslami-Varzaneh F, Edberg S, Medzhitov R:
Recognition of commensal microflora by Toll-like receptors is required
for intestinal homeostasis. Cell 2004, 118:229–241.

29. Lee YK, Mazmanian S: Has the microbiota played a critical role in the
evolution of the adaptive immune system? Science 2010,
330:1768–1773.

30. Golding J: Determinants of child health and development: the
contribution of ALSPAC –a personal view of the birth cohort study.
Arch Dis Child 2010, 95:319–322.

31. Takeuchi O, Akira S: Pattern recognition receptors and inflammation.
Cell 2010, 140:805–820.

32. Carneiro LA, Travassos LH, Girardin SE: Nod-like receptors in innate
immunity and inflammatory diseases. Ann Med 2007, 39:581–593.

33. Bollky PL, Bice JB, Sweet IR, Falk BA, Gebe JA, Clark AE, Gersuk VA, Aderem
A, Hawn TR, Nepom GT: The Toll-like receptor signaling molecule Myd88
contributes to pancreatic beta-cell homeostasis response to injury.
PLoS One 2009, 4:e5063.

34. Aumeunier A, Grela F, Ramadan A, Van LP, Bardel E, Alcala AG, Jeannin P,
Akira S, Bach JF, Thieblemont N: Systemic Toll-like receptor stimulation
suppresses experimental allergic asthma and autoimmune diabetes in
NOD mice. PLoS One 2010, 5:e11484.

35. Kwon HK, Lee CG, So JS, Chae CS, Hwang JS, Sahoo A, Nam JH, Rhee JH, Hwang
KC, Im SH: Generation of regulatory dendritic cells and CD4+Foxp3+ T cells
by probiotics administration suppresses immune disorders. Proc Natl Acad Sci
2010, 107:2159–2164.

36. Pagnini C, Saeed R, Bamias G, Arseneau KO, Pizarro T, Cominell F: probiotics
promote gut health through stimulation of epithelial innate immunity.
Proc Natl Acad Sci USA 2010, 107:454–459.

37. Belkaid Y, Liesenfeld O, Maizels RM: Induction and control of regulatory T
cells in the gastrointestinal tract: consequences for local and peripheral
immune responses. Clin Exp Immunol 2010, 160:35–41.

38. Atarashi K, Tanoue T, Shima T, Imaoka A, Kuwahara T, Momose Y, Cheng G,
Yamasaki S, Saito T, Ohba Y, Taniguchi T, Takeda K, Hori S, Ivanov I, Umesaki
Y, Itoh K, Honda K: Induction of colonic regulatory T cells by indigenous
Clostridium species. Science 2011, 331:337–341.

39. Hilty M, Burke C, Pedro H, Cardenas P, Bush A, Bosslet C, Davies J, Ervine A,
Poulter L, Pachter L, Moffatt M, Cookson W: Disordered microbial
communities in asthmatic airways. PLoS One 2010, 5:e8578.

40. Grice E, Segre JA: The skin microbiome. Nat Rev Microbiol 2011,
9:244–253.

41. Eckburg PB, Bik EM, Bernstein CN, Purdom E, Dethlefsen L, Sargent M, Gill S,
Nelson K, Relman D: Diversity of the human intestinal microbial flora.
Science 2005, 308:1635–1638.

42. Turnbaugh PJ, Hamady M, Yatsunenko T, Cantarel BL, Duncan A, Ley RE,
Sogin ML, Jones WJ, Roe BA, Affourtit JP, Egholm M, Henrissat B, Heath AC,
Knight R, Gordon JI: A core gut microbiome in obese and lean twins.
Nature 2009, 457:480–484.

43. Zoetendal E, Vaughan E, de Vos W: A microbial world within us. Molec
Microbiol 2006, 59:1639–1650.

44. Qin J, Li R, Raes J, Arumugam M, Solvsten Burgdorf K, Manichnh C, Nielsen
T, Pons N, Levenez F, Yamada T, Mende D, Li J, Xu J, Li S, Li D, Cao J, Wang
B, Liang H, Zheng H, Xie Y, Tap J, Lepage P, Bertalan M, Batto JM, Hansen T,
Paslier DL, Linneberg A, Nielsen BN, Pelletier E, Renault P, Sicheritz-Ponten T,
Turner K, Zhu H, Yu C, Li S, Jian M, Zhou Y, Li Y, Zhang X, Li S, Qin N, Yang
H, Wang J, Brunak S, Dore J, Guarner F, Kristiansen K, Pedersen O, Parkhill J,
Weissenbach J, MetaHIT C, Bork P, Ehrlich SD, Wang J: A human gut
microbial gene cataloque established by metagenomic sequencing.
Nature 2010, 464:59–66.

45. Round JL, Mazmanian SK: The gut microbiota shapes intestinal
immune responses during health and disease. Nat Rev Immunol 2009,
9:313–324.

46. Garrett WS, Gordon JI, Glimcher LH: Homeostasis and inflammation in the
intestine. Cell 2010, 140:859–870.

47. De Filippo C, Cavalieri D, Di Paola M, Ramazzottti M, Poullet JB, Massart S,
Collini S, Pieraccini G, Lionetti P: Impact of diet in shaping gut microbiota
revealed by a comparative study in children from Europe and rural
Africa. Proc Natl Acad Sci USA 2010, 107:14691–14696.
48. Wu GD, Chen J, Hoffmann C, Bittinger K, Chen YY, Keilbaugh SA,
Bewtra M, Knights D, Walters WA, Knight R, Sinha R, Gilroy E, Gupta K,
Baldassano R, Nessel L, Li H, Bushman FD, Lewis JD: Linking long-term
dietary patterns with gut microbial enterotypes. Science 2011,
334:105–108.

49. Maslowski KM, Mackay CR: Diet, gut microbiota and immune responses.
Nat Immunol 2011, 12:5–9.

50. Kau AL, Ahern PP, Griffin NW, Goodman AL, Gordon JI: Human
nutrition, the gut microbiome and the immune system. Nature 2011,
474:327–336.

51. Sepp E, Naaber P, Voor T, Mikelsaar M, Björksten B: Development of
intestinal microflora during the first month of life in Estonian and
Swedish infants. Microbiol Ecol Health Dis 2000, 12:22–26.

52. Sepp E, Julge K, Vasar M, Naaber P, Björksten B, Mikelsaar M: Intestinal
microflora of Estonian and Swedish infants. Acta Paediatr 1997,
86:956–961.

53. Björksten B, Naaber P, Sepp E, Mikelsaar M: The intestinal microflora in
allergic Estonian and Swedish 2-year-old children. Clin Exp Allergy 1999,
29:342–346.

54. Sjögren YM, Jernmalm MC, Böttcher MF, Björksten B, Sverremark-Ekström E:
Altered early infant gut microbiota in children developing allergy up to
5 years of age. Clin Exp Allergy 2009, 39:518–526.

55. Wen L, Ley RE, Volchov PY, Stranges PB, Avanesyan L, Stonebraker AC, Hu C,
Wong S, Szot GL, Bluestone JA, Gordon JI, Chervonsky AV: Innate immunity
and intestinal microbiota in the development of type 1 diabetes. Nature
2008, 455:1109–1113.

56. Frank DN, Feazel LM, Bessesen MT, Price CS, Janoff EN, Pace NR: Molecular-
phylogenetic characterization of microbial community imbalance in
human inflammatory bowel disease. Proc Natl Acad Sci USA 2007,
104:13780–13785.

57. Sokol H, Pigneur B, Watterlot L, Lakhdari O, Bermudez-Humaran LG,
Gratadoux JJ, Blugeon S, Bridonneau C, Furet JP, Corthier G, Grangette C,
Vasquez N, Pochart P, Trugnan G, Thomas G, Blottiere HM, Dore J, Marteau
P, Seksik P, Langella P: Faecalibacterium prausnitzii is an anti-
inflammatory commensal bacterium identified by gut microbiota
analysis of Crohn disease patients. Proc Natl Acad Sci USA 2008,
105:16731–16736.

58. Bienenstock J, Collins S: Psycho-neuroimmunology and the intestinal
microbiota: clinical observations and basic mechanisms. Clin Exp Immunol
2010, 160:85–91.

59. Lehtinen P, Ashorn M, Iltanen S, Jauhol R, Jauhonen P, Kolho KL,
Auvinen A: Incidence trends of pediatric inflammatory bowel disease
in Finland, 1987–2003, a nationwide study. Inflamm Bowel Dis 2011,
17:1778–1783.

60. Turnbaugh PJ, Ley RE, Mahowald MA, Magrini V, Mardis E, Gordon JI: An
obesity-associated gut microbiome with increased capacity for energy
harvest. Nature 2006, 444:1027–1031.

61. Surawicz CM, Alexander J: Treatment of refractory and recurrent
Clostridium difficile infection. Nat Rev Gastroenterol Hepatol 2011,
8:330–339.

62. Fierer N, Hamady M, Lauber C, Knight R: The influence of sex, handedness,
and washing on the diversity of hand surface bacteria. Proc Natl Acad Sci
USA 2008, 105:17994–17999.

63. Cork MJ, Danby SG, Vasilopoulos Y, Hadgraft J, Lane ME, Moustafa M, Guy
RH, Macgowan AL, Tazi-Ahnini R, Ward SJ: Epidermal barrier dysfunction in
atopic dermatitis. J Invest Dermatol 2009, 129:1892–1908.

64. Costello E, Lauber C, Hamady M, Fierer N, Gordon J, Knight R: Bacterial
community variation in human body habitats across space and time.
Science 2009, 326:1694–1697.

65. Grice E, Kong H, Contan S, Deming C, Davis J, Young A, NISC Comparative
Sequencing Program, Buffard G, Blakesley R, Murray P, Green E, Turner M,
Segre J: Topographical and temporal diversity of the human skin
microbiome. Science 2009, 324:1190–1192.

66. Gao Z, Tseng CH, Pei Z, Blaser MJ: Molecular analysis of human forearm
superficial skin bacterial biota. Proc Natl Acad Sci USA 2007,
104:2927–2932.

67. Van Baarlen P, Troost F, Van der Meer C, Hooiveld G, Boekschoten M,
Brummer RJ, Kleerebezem M: Human mucosal in vivo transcriptome
responses to three lactobacilli indicate how probiotics may modulate
human cellular pathways. Proc Natl Acad Sci USA 2011,
108(suppl1):4562–4569.



Haahtela et al. World Allergy Organization Journal 2013, 6:3 Page 16 of 18
http://www.waojournal.org/content/6/1/3
68. Dethlefsen L, Huse S, Sogin ML, Relman DA: The pervasive effects of an
antibiotic on the human gut microbiota, as revealed by deep 165 rRNA
sequencing. PLoS Biol 2008, 6:2383–2400.

69. Murk W, Risnes KR, Bracken MB: Prenatal or early-life exposure to
antibiotics and risk of childhood asthma: a systematic review. Pediatrics
2011, 127:1125–1138.

70. Hill DA, Siracusa MC, Apt MC, Kim BS, Kobuley D, Kubo M, Kambayashi T,
LaRosa DF, Renner DE, Orange JS, Bushman FD, Artis D: Commensal
bacteria – derived signals regulate basophil hematopoiesis and allergic
inflammation. Nature Med 2012, 18:538–546.

71. Cho I, Yamanishi S, Cox L, Methé BA, Zavadil J, Li K, Gao Z, Mahana D, Raju
K, Teitler I, Li H, Alekseyenko AV, Blaser MJ: Antibiotics in early life alter the
murine colonic microbiome and adiposity. Nature 2012, 488:621–626.

72. Newbold KB: Self-rated health within the Canadian immigrant
population: risk and healthy immigrant effect. Soc Sci Med 2005,
60:1359–1370.

73. Bodansky HJ, Staines A, Stephenson C, Haigh D, Cartwright R:
Evidence for an environmental effect in the aetiology of insulin
dependent diabetes in a transmigratory population. BMJ 1992,
304:1020–1022.

74. Leung R: Asthma and migration. Respirology 1996, 1:123–126.
75. Rosenberg R, Vinker S, Zakut H, Kizner F, Nakar S, Kitai E: An unusually high

prevalence of asthma in Ethiopian immigrants to Israel. Fam Med 1999,
31:276–279.

76. Hammond SR, English DR, McLeod JM: The age-range of risk of
developing multiple sclerosis. Evidence from a migrant population in
Australia. Brain 2000, 123:967–974.

77. Kalyoncu AF, Stålenheim G: Serum IgE levels and allergic spectra in
immigrants to Sweden. Allergy 1992, 47:277–280.

78. Grüber C, Illi S, Plieth A, Sommerfeld C, Wahn U: Cultural adaptation is
associated with atopy and wheezing among children of Turkish origin
living in Germany. Clin Exp Allergy 2002, 32:526–531.

79. Creatore MI, Moineddin R, Booth G, Manuel DH, DesMeules M,
McDermott S, Glazier RH: Age- and sex-related prevalence of diabetes
mellitus among immigrants to Ontario Canada. CMAJ 2010, 182:781–789.

80. Casimir GJ, Jean-Louis G, Butler S, Zizi F, Nunes J, Brady L: Perceived
insomnia, anxiety, and depression among older Russian immigrants.
Psychol Rep 2010, 106:589–597.

81. Pinheiro P, Sherman R, Trapido E, Fleming L, Huang Y, Gomez-Marin O, Lee
D: Cancer incidence in first generation U.S. Hispanics: Cubans, Mexicans,
Puerto Ricans, and New Lationos. Cancer Epidemiol Biomarkers Prev 2009,
18:2162–2169.

82. Maio S, Cerrai S, Simoni M, Sarno G, Baldacci S, Viegi G: Environmental risk
factors: indoor and outdoor pollution, p. 84–90. In Edited by Pawankar R,
Canonica GW, Holgate ST, Lockey RF.: World Allergy Organization (WAO)
White Book on Allergy; 2011.

83. Dagli E, Erdem E, Topuzoglu A, Ay P, Birinci S, Topcu I, Ersu R. The impact
of smoke-free legislation on smoke-related emergency admissions in
Istanbul. 21th European Respiratory Society Meeting, Amsterdam,
Holland. Eur Respir J 2011, (Suppl 55):855s.

84. Millman A, Tang D, Perera FP: Air pollution threatens the health of
children in China. Pediatrics 2008, 122:620–28.

85. Maio S, Cerrari S, Simoni M, Sarno G, Baldacci S, Viegi G: Environmental risk
factors: indoor and outdoor pollution. In WAO White Book on Allergy
2011–2012. Edited by Pawankar R, Canonica G, Holgate S, Lockey R. UK:
World Allergy Organization; 2011:84–90.

86. IPCC (United Nations Intergovernmental Panel on Climate Change): Climate
Change 2007; Forth Assessment Report (AR4) 2007; Synthesis report.
Cambridge, UK: Cambridge University Press; 2007. Available at: http://www.
ipcc.ch/ipccreports/assessments-reports.htm. (last accessed June 4, 2011).

87. D'Amato G, Rottem M, Dahl R, Blaiss M, Ridolo E, Cecchi L, Rosario N, Motala
C, Ansotegui I, Annesi-Maesano I, WAO Special Committee on Climate
Change and Allergy; Climate change, migration, and allergic respiratory
diseases: an update for the allergist. World Allergy Organ J 2011, 4:120–125.

88. Pearce N, Douwes J, Beasly R: The rise of asthma: a new paradigm for the
new millennium? J Epidemiol Biostat 2000, 5:5–16.

89. Beasley R: The burden of asthma with specific reference to the United
States. J Allergy Clin Immunol 2002, 109(supp):s482–s489.

90. Beggs PJ, Bambrick HJ: Is the global rise of asthma an early impact of
anthropogenic climate change? Environ Health Perspectives 2005,
113:915–919.
91. Beggs PJ: Impacts of climate change on aeroallergens: past and future.
Clin Exp Allergy 2004, 34:1507–1513.

92. Wolf J, O’Neill NR, Rogers CA, Muilenberg ML, Ziska LH: Elevated
atmospheric CO2 concentrations amplify Alternaria alternata sporulation
and total antigen production. Environ Health Perspectives 2010,
118:1223–1228.

93. Wayne P, Foster S, Connolly J, Bazzaz F, Epstein P: Production of allergenic
pollen by ragweed is increased in CO2-enriched atmospheres.
Ann Allergy Asthma Immunol 2002, 88:279–282.

94. Ziska L, Caulfield FA: Rising CO2 and pollen production of common
ragweed, Ambrosia artemisiifolia, a known allergy-inducing species:
implications for public health. Aust J Plant Physiol 2000, 27:893–898.

95. Ziska LH, Gebhard DE, Frenz DA, Faulkner S, Singer BD: Cities as harbingers
of climate change: common ragweed, urbanization and public health.
J Allergy Clin Immunol 2003, 111:290–295.

96. Ziska LH, Knowlto K, Rogers C, Dalan D, et al: Recent warming by latitude
associated with increased length of ragweed pollen season in central
North America. Proc Natl Acad Sci USA 2011, 108:4248–4251.

97. Kuparinen A, Katul G, Nathan R, Schurr FM: Increases in air temperature
can promote wind-driven dispersal and spread of plants. Proc Biol Sci
2009, 276:3081–87.

98. Singer BD, Ziska LH, Frenz DA, Gebhard DE, Straka JG: Increasing Amb a1
content in common ragweed (Ambrosia artemisiifolia) pollen as a
function of rising atmospheric CO2 concentration. Funct Plant Biol 2005,
32:667–70.

99. D’Amato G, Cecchi L, Bonini S, Nunes C, Annesi-Maesano I, Behrendt H,
Liccardi G, Popov T, van Cauwenberge P: Allergenic pollen and pollen
allergy in Europe. Allergy 2007, 62:976–90.

100. Ahlholm JU, Helander ML, Savolainen J: Genetic and environmental factors
affecting the allergenicity of birch pollen. Clin Exp Allergy 1998,
28:1384–1388.

101. Mohan JE, Ziska LH, Schlesinger WH, Thomas RB, Sicher RC, George K, Clark
JS: Biomass and toxicity responses of poison ivy to elevated atmospheric
CO2. Proc Natl Acad Sci 2006, 103(24):9086–9089.

102. Ariano R, Canonica GW, Passalacqua G: Possible role of climate change in
variations in pollen seasons and allergenic sensitizations during 27
years. Ann Allergy Asthma Immunol 2010, 104:215–222.

103. Mudarri D: Public Health Consequences and Cost of Climate Change Impacts
on Indoor Environments; Prepared for: The Indoor Environment Division, Office
of Radiation and Indoor Air. Washington, DC, USA: Environmental Protection
Agency; 2010.

104. Boguniewicz M, Leung DY: Atopic dermatitis: a disease of altered skin
barrier and immune dysregulation. Immunol Rev 2011, 242:233–46.

105. Holgate ST: The sentinel role of the airway epithelium in asthma
pathogenesis. Immunol Rev 2011, 242:205–19.

106. Ege MJ, Strachan DP, Cookson WO, Moffatt MF, Gut I, Lathrop M, Kabesch
M, Genuneit J, Büchele G, Sozanska B, Boznanski A, Cullinan P, Horak E, Bieli
C, Braun-Fahrländer C, Heederik D, Von Mutius E: GABRIELA Study Group.
Gene-environment interaction for childhood asthma and exposure to
farming in Central Europe. J Allergy Cin Immunol 2011, 127:138–44.

107. Flory JH, Sleiman PM, Chriestie JD, Annaiah K, Bradfield J, Kim CE, Glessner J,
Imielinski M, Li H, Frackelton EC, Cuiping H, Otieno G, Thomas K, Smith R,
Glaberson W, Garris M, Chiavacci R, Allen J, Spergel J, Grundmeier R,
Grunstein M, Magnusson M, Grant GF, Bonnelykke K, Bisgaard H,
Hakonarson H: 17q12-21 variants interact with smoke exposure as a risk
factor for pediatric asthma but are equally associated with early onset
versus late-onset asthma in North Americans of European ancestry.
J Allergy Clin Immunol 2009, 124:605–07.

108. Bell JT, Spector TD: A twin approach to unraveling epigenetics. Trends
Genet 2011, 27:116–25.

109. Cookson WO, Moffatt MF: Genetics of complex airway disease. Proc Am
Thorac Soc 2011, 8:149–53.

110. Ollikainen M, Smith KR, Joo EJ, Ng HK, Andonikos R, Novakovic B, Aziz NK,
Carlin JB, Morley R, Saffrey R, Craig JM: DNA methylation analysis of
multiple tissues from newborn twins reveals both genetic and
intrauterine components to variation in the human neonatal
epigenome. Hum Mol Gen 2010, 19:4176–88.

111. Schaub B, Liu J, Höppler S, Schleich I, Huehn J, Olek S, Wieczorek G, Illi S,
von Mutius E: Maternal farm exposure modulates neonatal immune
mechanisms through regulatory T cells. J Allergy Clin Imunol 2009,
123:774–82.

http://www.ipcc.ch/ipccreports/assessments-reports.htm
http://www.ipcc.ch/ipccreports/assessments-reports.htm


Haahtela et al. World Allergy Organization Journal 2013, 6:3 Page 17 of 18
http://www.waojournal.org/content/6/1/3
112. Baru AM, Hartl A, Lahl K, Krishnaswamy JK: Fehrenbach Yildirim AO, Garn
H, Renz H, Behrens GM, Sparwasser T: Selective depletion of Foxp3+ T
regs during sensitization phase aggravates experimental allergic airway
inflammation. Eur J Immunol 2010, 40:2259–66.

113. Mold JE, Michaelsson J, Burt TD, Muench MD, Beckerman KP, Busch MP,
Lee TH, Nixon DF, McCune JM: Maternal alloantigens promote the
development of tolerogenic fetal regulatory T cells in utero. Science 2008,
322:1562–65.

114. Prescott SL, Tulic M, Osei-Kumah A, Richman T, Crook M, Martino D,
Dunstan JA, Novakovic B, Safferey R, Clifton VL: Reduced placental Foxp3
associated with subsequent infant allergic disease. J Allergy Clin Immunol
2011, 128:886–87.

115. Conrad ML, Fersti R, Teich R, Brand S, Blümer N, Yildimir A, Patrascan C,
Hanuszkiewicz A, Akira S, Wagner H, Holsti O, von Mutius E, Pfefferle P,
Kirsching C, Garn H, Reiz H: Maternal TLR signaling is required for prenatal
asthma protection by the nonpathogenic microbe Acinetobacter lwoffii
F78. J Exp Med 2009, 206:2869–77.

116. Debarry J, Garn H, Hanuszkiewicz A, Dickgreber N, Blümer N, von
Mutius E, Bufe A, Gatermann S, Renz H, Holst O, Heine H:
Acinetobacter lwoffii and Lactococcus lactis strains isolated from
farm cowsheds possess strong allergy-protective properties. J Allergy
Clin Immunol 2007, 119:1514–21.

117. Brand S, Teich R, Dicke T, Harb H, Yildimir A, Tost J, Schneider-Stock R,
Waterland R, Bauer UM, von Mutius E, Garn H, Pfefferle O, Reinz H:
Epigenetic regulation in murine offspring as a novel mechanisms for
transmaternal asthma protection induced by microbes. J Allergy Clin
Immunol 2011, 128:618–25.

118. Vuillermin PJ, Ponsonby AL, Saffery R, Tang ML, Ellis JA, Sly P, Holt P:
Microbial exposure, interferon gamma gene demethylation in naïve
T-cells, and the risk of allergic disease. Allergy 2009, 64:348–53.

119. Nadeau K, McDonald-Hyman C, Noth E, Pratt B, Hammond K, Balmes J,
Tager I: Ambient air pollution impairs regulatory T-cell function in
asthma. J Allergy Clin Immunol 2010, 126:845–52.

120. Huehn J, Polansky J, Hamann A: Epigenetic control of Foxp3 expression:
the key to a stable regulatory T-cell lineage. Nat Rev Immunol 2009,
9:83–89.

121. Perera F, Tang W, Herbstman J, Tang D, Levin L, Miller R, Ho S: Relation of
DNA methylation of 5’-CpG island of ACSL3 to transplacental exposure
to airborne polycyclic aromatic hydrocarbons and childhood asthma.
PLoS One 2009, 4:e4488.

122. Fraga M, Balestar E, Paz M, Ropero S, Setien F, Ballestar M, Heine-Suner D,
Cigudosa J, Urioste M, Benitez J, Boix-Chornet M, Sanchez-Aguilera A, Ling
C, Carlsson E, Poulsen P, Vaag A, Stephan Z, Spector T, Wu YZ, Plass C,
Esteller M: Epigenetic differences arise during the lifetime of
monozygotic twins. Proc Natl Acad Sci USA 2005, 102:10604–09.

123. Martino DJ, Prescott SL: Silent mysteries: epigenetic paradigms could
hold the key to conquering the epidemic of allergy and immune
disease. Allergy 2010, 65:7–15.

124. Meiler F, et al: In vivo switch to IL-10-secreting T regulatory cells in high
dose allergen exposure. J Exp Med 2008, 205:2887–2898.

125. Platts-Mills TA, Woodfolk JA: Allergens and their role in the allergic
immune response. Immunol Rev 2011, 242:51–68.

126. Larche M, Akdis CA, Valenta R: Immunological mechanisms of allergen-
specific immunotherapy. Nat Rev Immunol 2006, 6:761–771.

127. Durham SR, et al: Long-term clinical efficacy in grass pollen-induced
rhinoconjunctivitis after treatment with SQ-standardized grass allergy
immunotherapy tablet. J Allergy Clin Immunol 2010,
125:131–138. e131-137.

128. von Hertzen LC, Savolainen J, Hannuksela M, Klaukka T, Lauerma A, Mäkelä
MJ, Pekkanen J, Pietinalho A, Vaarala O, Valovirta E, Vartiainen E, Haahtela T:
Scientific rationale for the Finnish Allergy Programme 2008–2018:
emphasis on prevention and endorsing tolerance. Allergy 2009,
64:678–701.

129. von Hertzen L, Haahtela T: Con: House dust mites in atopic diseases.
Accused for 45 years but not guilty?. Am J Respir Crit Care Med 2009,
180:113–19.

130. van Schayck OC, Maas T, Kaper J, Knottnerus AJ, Sheikh A: Is there any role
for allergen avoidance in the primary prevention of childhood asthma?
J Allergy Clin Immunol 2007, 119:1323–28.

131. Asher I, Baena-Cagnani C, Boner A, Canonica GW, Chuchalin A, Custovic A,
Dagli E, Haahtela T, Haus M, Lemmo-Hoten M, Holgate S, Holloway J, Holt P,
Host A, Iikura Y, Johansson SG, Kaplan A, Kowalski ML, Lockey RF, Naspitz C,
Odhiambo J, Ring J, Sastre J, Venables K, Vichyanond P, Volovitz B, Wahn U,
Warner J, Weiss K, Zhong NS: World Allergy Organization. World Allergy
Organization guidelines for prevention of allergy and allergic asthma. Int
Arch Allergy Immunol 2004, :83–92.

132. de Lafaille MAC, Lafaille JJ, Graca L: Mechanisms of tolerance and allergic
sensitization in the airways and the lungs. Curr Opin Immunol 2010,
22:616–22.

133. Maldonado RA, von Andrian UH: How tolerogenic dendritic cells induce
regulatory T cells. Adv Immunol 2010, 108:111–65.

134. Akdis CA, Akdis M: Mechanisms of allergen-specific immunotherapy.
J Allergy Clin Immunol 2011, 127:18–27.

135. Teppo H, Revonta M, Haahtela T: Allergic rhinitis and asthma have
generally good outcome and little effect on quality of life - a 20-year
follow-up. Allergy 2011, 66:1123–25.

136. Bruunsgaard H: Physical activity and modulation of systemic low-level
inflammation. J Leukoc Biol 2005, 78:819–35.

137. Yeh SH, Chuang H, Lin LW, Hsiao CY, Eng HL: Regular Tai Chi Chuan
exercise enhances functional mobility and CD4CD25 regulatory T cells.
Br J Sports Med 2006, 40:239–43.

138. Yeh SH, Chuang H, Lin LW, Hsiao CY, Wang PW, Liu RT, Yang KD:
Regulat Tai Chi Chuan exercise improves T cell helper function of
patients with type 2 diabetes mellitus with an increase in T-bet
transcription factor and IL-12 production. Br J Sports Med 2009,
43:845–50.

139. Moreira A, Delgado L, Haahtela T, Fonseca J, Moreira P, Lopes C, Mota J,
Santos P, Rytilä P, Castel-Branco MG: Physical training does not increase
inflammation in asthmatic children. Eur Respir J 2008,
32:1570–75.

140. Lowder T, Dugger K, Deshane J, Estell K, Schwiebert L: Repeated bouts of
aerobic exercise enhance regulatory T cell responses in a murine asthma
model. Brain Behav Immun 2010, 24:153–59.

141. Williams B, Hoskins G, Pow J, Neville R, Mukhopadhyay S, Coyle J: Low
exercise among children with asthma: a culture of over protection? A
qualitative study of experiences and beliefs. Br J Gen Pract 2010,
60:e319–26.

142. Kim JH, Ellwood PE, Asher MI: Diet and asthma: looking back, moving
forward. Respir Res 2009, 10:49.

143. Nurmatov U, Devereux G, Sheikh A: Nutrients and foods for the primary
prevention of asthma and allergy: Systematic review and meta-analysis.
J Allergy Clin Immunol 2011, 127:724–33.

144. Jawetz F, Melnick JC, Adelberg EA: Review of Medical Microbiology. Los Altos,
Calif: Lange Medical Publications; 1980.

145. Litonjua AA, Weiss ST: Is vitamin D deficiency to blame for the asthma
epidemic? J Allergy Clin Immunol 2007, 120:1031–35.

146. Litonjua AA, Weiss ST: Vitamin D insufficiency. Correspondence. N Engl J
Med 2011, 364:1378–80.

147. Deiuliis J, Shah Z, Shah N, Needleman B, Mikami D, Narula V, Perry K, Hazey
J, Kampfrath T, Kollengode M, Sun Q, Satoskar AR, LUmeng C, Moffatt-Bruce
S, Rajagopalan S: Visceral adipose inflammation in obesity is associated
with critical alterations in T regulatory cell numbers. PLoS One 2011,
6:e16376.

148. Johanssen H, Prescott SL: Practical prebiotics, probiotics and synbiotics
for allergists: how useful are they? Clin Exp Allergy 2009, 39:1801–14.

149. Ozdemir O: Any benefits of probiotics in allergic disorders? Allergy Asthma
Proc 2010, 31:103–11.

150. Pan SJ, Kuo CH, Lam KP, Chu YT, Wang WL, Hung CH: Probiotics and
allergy in children –an update review. Pediatr Allergy Immunol 2010,
21:e659–66.

151. Kuitunen M, Kukkonen K, Juntunen-Backman K, Korpela R, Poussa T, Tuure T,
Haahtela T, Savilahti E: Probiotics prevent IgE-associated allergy until age
5 years in cesarean-delivered children but not in the total cohort.
J Allergy Clin Immunol 2009, 123:335–41.

152. Ecotherapy: The Green Agenda for Mental Health. London: Mind; 2007.
153. World Urbanization Prospects: The 2007 revision Population Database. http://

esa.un.org/unup/.
154. Kupczyk M, Haahtela T, Cruz A, Kuna P: Reduction of asthma burden is

possible through National Asthma Plans. Allergy 2010, 65:415–19.
155. Haahtela T, Tuomisto LE, Pietinalho A, Klaukka T, Erhola M, Kaila M,

Nieminen MM, Kontula E, Laitinen LA: A 10 year asthma programme in
Finland: major change for the better. Thorax 2006, 61:663–70.

http://esa.un.org/unup/
http://esa.un.org/unup/


Haahtela et al. World Allergy Organization Journal 2013, 6:3 Page 18 of 18
http://www.waojournal.org/content/6/1/3
156. Haahtela T, Von Hertzen L, Mäkelä M, Hannuksela M: The Allergy
Programme Working Group. Finnish Allergy Programme
2008–2018 –time to act and change the course. Allergy 2008, 63:634–45.

157. Haahtela T, Valovirta E, Kauppi P, Tommila E, Saarinen K, Von Hertzen L,
Mäkelä MJ: the Finnish Allergy Programme Group: The Finnish Allergy
Programme 2008–2018 – scientific basis and practical implementation.
Asia Pacific Allergy 2012, 2:275–79.

158. Pawankar R, Canonica GW, Holgate ST: Lockey RF (Eds): WAO White Book on
Allergy. Milwaukee: World Allergy Organization; 2011:1–216.

159. Bousquet J, et al: Systems medicine and integrated care to combat
chronic noncommunicable diseases. Genome Med 2011, 43:2–12.

160. Dawson TP, Jackson ST, House JI, Colin Prentice I, Mace GM: Beyond
predictions: biodiversity conservation in changing climate. Science 2011,
322:53–58.

161. Noon L: Prophylactic inoculation against hay fever. Lancet 1911,
177:1572–73.

162. Gerrard JW, Geddes CA, Reggin PL, Gerrard CD, Horne S: Serum IgE levels
in white and metis communities is Saskatchewan. Ann Allergy 1976,
37:91–100.

163. Strachan DP: Hay fever, hygiene, and household size. Br Med J 1989,
299:259–60.

164. Björkstén B: Diverse microbial exposure - consequences for vaccine
development. Vaccine 2012, 30:4336–40.

165. Latvala J, von Hertzen L, Lindholm H, Haahtela T: Trends in prevalence of
asthma and allergy in Finnish young men: a nationwide study from
1966 to 2003. BMJ 2005, 330:1186–87.

166. Lohi S, Mustalahti K, Kaukinen K, Laurila K, Collin P, Rissanen H, Lohi O, Bravi
E, Gasparin M, Reunanen A, Mäki M: Increasing prevalence of coeliac
disease over time. Aliment Pharmacol Ther 2007, 26:1217–1225.

167. Takala JH, Kautiainen H, Malmberg H, Leirisalo-Repo M: Incidence of
Wegener’s granulomatosis in Finland 1981–2000. Clin Exp Rheumatol
2008, 26(3 suppl 49):S81–5.

168. Finnish Cancer Register. www.cancer.fi.

doi:10.1186/1939-4551-6-3
Cite this article as: Haahtela et al.: The biodiversity hypothesis and
allergic disease: world allergy organization position statement. World
Allergy Organization Journal 2013 6:3.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.cancer.fi/

	Abstract
	Introduction
	Focus on environmental factors
	Concepts of biodiversity
	Biodiversity and human health
	Immune regulation – mechanisms of tissue integrity and homeostasis
	Alterations in human microbiota – implications for immune dysregulation and inflammatory disorders
	Gut microbiota and inflammatory diseases
	Skin microbiota
	Effect of antibiotics

	Immigration reshaping immune regulation
	Additional risk factors
	Air pollution
	Climate change

	Gene – environment interaction
	Epigenetic modulation
	Tolerance – the key issue in allergy prevention
	Practical actions to promote allergy health
	Physical activity
	Healthy diet
	Probiotics
	Connection with nature and the natural environment

	Need for a global allergy plan
	Concluding remarks
	Note

	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /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 [595.440 793.440]
>> setpagedevice


