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Background: Previous research has found relationships between specific indoor environmental
exposures and exacerbation of asthma.
Objectives: In this review we provide an updated summary of knowledge from the scientific literature
on indoor exposures and exacerbation of asthma.
M ethods : Peer-reviewed articles published from 2000 to 2013 on indoor exposures and
exacerbation of asthma were identified through PubMed, from reference lists, and from authors’ files.
Articles that focused on modifiable indoor exposures in relation to frequency or severity of exacerba
tion of asthma were selected for review. Research findings were reviewed and summarized with
consideration of the strength of the evidence.
Results: Sixty-nine eligible articles were included. Major changed conclusions include a causal
relationship with exacerbation for indoor dampness or dampness-related agents (in children);
associations with exacerbation for dampness or dampness-related agents (in adults), endotoxin,
and environmental tobacco smoke (in preschool children); and limited or suggestive evidence for
association with exacerbation for indoor culturable Penicillium or total fungi, nitrogen dioxide,
rodents (nonoccupational), feather/down pillows (protective relative to synthetic bedding), and
(regardless of specific sensitization) dust mite, cockroach, dog, and dampness-related agents.
Discussion: This review, incorporating evidence reported since 2000, increases the strength of
evidence linking many indoor factors to the exacerbation of asthma. Conclusions should be considered
provisional until all available evidence is examined more thoroughly.
Conclusion: Multiple indoor exposures, especially dampness-related agents, merit increased
attention to prevent exacerbation of asthma, possibly even in nonsensitized individuals.
Additional research to establish causality and evaluate interventions is needed for these and other
indoor exposures.
Citation: Kanchongkittiphon W, Mendell MJ, Gaffin JM, Wang G, Phipatanakul W. 2015.
Indoor environmental exposures and exacerbation of asthma: an update to the 2000 review by the
Institute of Medicine. Environ Health Perspect 123:6–20; http://dx.doi.org/10.1289/ehp.1307922

Introduction
Various allergens, airborne irritants, and infec
tions trigger exacerbation of asthma. Because
people spend > 75% of their time indoors
(Klepeis et al. 2001), exposures found in the
indoor environment are paramount. In 2000,
the Committee on the Assessment of Asthma
and Indoor Air of the Institute of Medicine
(IOM) reviewed and summarized the scientific
evidence for relationships between indoor air
exposures and the exacerbation and develop
ment of asthma (IOM 2000). For exacerba
tion of asthma, sufficient evidence showed
a causal relationship for four exposures and
association for five exposures, and limited or
suggestive evidence showed association with
nine exposures. Since 2000, a substantial
amount of research on indoor environmental
exposures and exacerbation of asthma has been
conducted. In this review we aim to provide a
comprehensive update on this topic.

Methods
We examined publications since 2000 relating
indoor exposures and exacerbation of asthma
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in conjunction with prior evidence (IOM
2000) and provide conclusions about the
current strength of evidence. We used a set of
previously defined categories for strength of
evidence (IOM 2000): a) sufficient evidence
of causal relationship, b) sufficient evidence
of an association, c) limited or suggestive
evidence of an association, d) inadequate or
insufficient evidence to determine whether
or not an association exists, and e) limited
or suggestive evidence of no association (for
category descriptions, see Supplemental
Material, Table S1).

Specific Priorities, Inclusions, and
Exclusions
In this review we considered the evidence
that specific indoor environmental exposures
might cause exacerbation of asthma. Eligible
outcome measures, all among asthmatics,
included frequency or severity of respiratory
symptoms, illness-related school absences,
urgent care or emergency department visits,
hospitalization, unscheduled health care visits,
amount or frequency of medicine for asthma
volume

control or prevention, airway inflammation
assessed by fraction of exhaled nitric oxide
(FeNO), and asthma-related quality of life.
Potentially modifiable biological and
chemical exposures resulting from indoor
sources were considered for inclusion as poten
tial causes of asthma morbidity. Infectious
agents and outdoor-generated pollutants that
penetrate buildings were excluded. Studies
on new onset of asthma, asthma prevalence,
or experimental biologic markers of asthma
were excluded.
Only studies of human health effects
were included. Eligible study designs were
controlled (experimental) exposure studies,
environmental intervention studies, and
a variety of observational designs: prospec
tive or retrospective (longitudinal) cohort,
case–control, and cross-sectional. Case studies
and case series were ineligible. Detailed
inclusion and exclusion criteria are described
in the Supplemental Material, “Study
inclusion criteria.”

Literature Search
PubMed searches were performed in May and
August 2011 and updated in August 2013.
Search terms focused primarily on the indoor
environmental risk factors considered in the
IOM 2000 review. We added the category
tag “major” to identify articles that included
the IOM risk factor as a main topic and
the broader category tag “mesh” to identify
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articles that included the IOM risk factors
as a subject, but not necessarily as a main
topic. This search strategy was designed to
exclude editorials, letters, commentaries,
clinical trials (phases 1–4) that would assess
drug development and efficacy, and studies
focusing on genetic predisposition or poly
morphisms associated with asthma develop
ment. In addition, this search was restricted
to findings published in English during the
past 13 years. For further details regarding the
search strategy, see Supplemental Material,
“Literature search strategy.”
In total, the searches yielded 2,570
articles. After application of inclusion and
exclusion criteria to the abstracts, we identi
fied 162 articles of preliminary interest. We
further excluded 99 studies after reviewing
the full articles. Six additional peer-reviewed
articles from reference lists or researchers’
files were included. Finally, 69 articles were
selected for this review article. We considered
recent findings in conjunction with evidence
cited in the IOM (2000).

Results
We organized evidence and conclusions by
specific risk factors or exposures, ordered in
categories by the previous strength of evidence
for causation or association with exacerba
tion of asthma, as presented in the 2000 IOM
review. Each section addresses a specific risk
factor or exposure, presenting background
material on the agent with conclusions from
the IOM (2000) report, a summary of new
evidence with consideration of prior evidence,
and updated conclusions. Results are summa
rized in Table 1. A reevaluation of prior
evidence cited in the IOM (2000) review is
provided in Supplemental Material, “Prior
evidence for selected exposures (IOM 2000).”
Eligible studies included in the current
review are listed in Supplemental Material,
Tables S2–S13.

Exposures for which Sufficient
Evidence Had Existed for Causation
of Exacerbation of Asthma
House dust mite allergens. Background.
Der p 1 and Der p 2, the major allergens identi
fied from house dust mites (Dermatophagoides
pteronyssinus), are concentrated in particles of
mite feces. Because the allergens are found on
large particles (mostly ≥ 10 μm), they become
airborne relatively briefly when disturbed.
Studies have found that exposure to dust mite
allergens is associated with dust mite sensi
tization, which is associated with asthma.
Reduction of exposure to these allergens
decreases asthma symptoms in mite-sensitive
asthmatics (IOM 2000). Mechanistic studies
have implicated both allergic and nonallergic
mechanisms in inducing airway inflammation,
mirroring some clinical findings of dust
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mite–induced asthma morbidity in
nonsensitized subjects. Protease activity of
dust mite allergen can act on airway epithelial
cells to induce disruption of the tight junc
tions between epithelial cells and activation
of protease-activated receptor-2 (PAR-2),
facilitating allergen delivery across epithelium
(Jeong et al. 2008). Activation of PAR-2 can
trigger an innate immune response and the
release of proinflammatory cytokines, such
as interleukin-6 (IL-6) and IL-8 from airway
epithelial cells (Kauffman 2006; Matsumura
2012). Citing the many studies that had
found exposure to dust mite allergens to be
associated with dust mite sensitization—which
was in turn associated with asthma—and
reduction of exposure to dust mite aller
gens to be associated with decreased asthma
symptoms in mite-sensitive asthmatics, the
IOM concluded:
• There is sufficient evidence of a causal rela
tionship between dust mite allergen exposure
and exacerbations of asthma in indi
viduals specifically sensitized to dust mites.
Continual exposure to dust mite allergens
is also a contributing cause of chronic bron
chial hyperreactivity (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S2 summa
rizes recent reported findings from 11 studies
on associations of dust mite allergens with
exacerb ation of asthma: in children, one
randomized controlled trial, four prospec
tive studies, and four cross-sectional studies
(including one with case–control selection
but cross-sectional analysis); in adults, one
randomized control trial; and in children and
adults, one cross-sectional study with findings
reported only for adults.
In specifically sensitized children,
the intervention trial (El-Ghitany and
Abd El-Salam 2012) and all four prospec
tive studies (Gent et al. 2009, 2012; Halken
et al. 2003; Nitschke et al. 2006) found asso
ciations of dust mite exposure with exacer
bation, with Gent et al. (2009) reporting a
dose-related association of dust mite antigen
with wheeze. Of three cross-sectional assess
ments, one (Spanier et al. 2006) found
significant positive associations of dust mite
exposure with exacerb ation, one (Murray
et al. 2006) found a nonsignificant increase,
and one (Rabito et al. 2011) found no
association. In children not specifically sensi
tized, the only prospective study (Gent et al.
2009) and one (Spanier et al. 2006) of two
(Rabito et al. 2011) cross-sectional studies
found associations. In children of unknown
sensitization, the one study (Turyk et al.
2006) found no association. In adults, the
one study in specifically sensitized adults
found no greater benefits associated with a
dust mite reduction intervention than with
control conditions (Dharmage et al. 2006).
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In adults who were not specifically sensitized
but were atopic asthmatics, a cross-sectional
study found that exposure to dust mite
allergen was significantly associated with more
severe bronchial hyperresponsiveness (Langley
et al. 2005). Spanier et al. (2006) reported a
positive association between dust mite allergen
level and FeNO in dust mite–sensitized
children, suggesting a direct role in airway
inflammation.
Evidence from the IOM (2000), while
clearly documenting that dust mite allergen
exposure caused asthma in dust mite–sensitive
children, was less clear in documenting that
such exposure caused exacerbation of existing
asthma. The strongest evidence for this—the
available intervention studies—also involved
many changes other than dust mite reduc
tion. In the evidence currently available, dust
mite exposure consistently is positively associ
ated with various measures of exacerbation or
severity of asthma in children, including in
studies of strong design, with proper tempo
rality, and with biologic plausibility demon
strated. In children not specifically sensitized
the evidence is more sparse, although more
positive than negative. In adults the sparse
evidence is not consistent, but only suggestive.
Conclusions.
• There is sufficient evidence of a causal rela
tionship between exposure to dust mite
allergen and exacerb ation of asthma in
children sensitized to dust mites.
• There is limited or suggestive evidence of
an association between dust mite allergen
exposure and exacerbations of asthma in
children not sensitized to dust mites and in
adults, whether sensitized or nonsensitized.
Cat allergen. Background. Fel d 1 has
been identified as the major cat allergen.
High levels of Fel d 1 are found in the air
and dust of homes with cats, but are also
found in many buildings without resident
cats (IOM 2000). The mix of prior findings
in studies of cat allergens, atopy, and asthma
was complex, possibly suggesting different
effects depending on age at exposure, level
of exposure, and sensitization status. Early
exposure to cats appeared possibly to prevent
sensitization to cat allergens in some children,
although findings were inconsistent. The
IOM concluded:
• There is sufficient evidence of a causal
relationship between cat allergen exposure
and exacerbation of asthma in individuals
specifically sensitized to cats (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S3 summarizes
evidence from seven recent available studies:
in children, three prospective and three crosssectional, and in adults and children, one
cross-sectional.
The prospective study by McConnell
et al. (2006) found that associations of
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various air pollutants with bronchitic
symptoms were generally greater among
children living in a home with a cat. Several
studies have also demonstrated that among
cat-sensitized children, cat allergen exposure
had a positive association with increased
asthma severity, rescue medication use,
frequency of asthma symptoms, or FeNO:
two prospective studies (Gent et al. 2009,

2012) and one cross-sectional (Murray et al.
2006). In other cross-sectional studies, Turyk
et al. (2006) found no significant associations,
and Spanier et al. (2006) found that high
levels of cat allergen exposure and owning a
cat were both associated with lower FeNO
(i.e., less airway inflammation). This last
finding may be biased by cat-allergic subjects
tending not to own cats. In asthmatic adults

who were atopic but not sensitized to cat,
no association was observed between Fel d 1
and asthma, including measures of forced
expiratory volume in 1 sec (FEV1), provoca
tion dose causing fall in FEV1 of at least 20%
(PD20), and FeNO (Langley et al. 2005).
Thus, findings in children from prospec
tive studies are fully consistent, and those
from cross-sectional studies partly consistent,

Table 1. Prior and updated conclusions about strength of evidence linking specific indoor exposures to increased exacerbation of asthma in asthmatic
individuals.
Exposures according to prior strength
of evidence, per IOM (2000)
Prior conclusions (IOM 2000)
Sufficient evidence for causation
House dust mite allergens
There is sufficient evidence of a causal relationship between
dust mite allergen exposure and exacerbations of asthma in
individuals specifically sensitized to dust mites. Continual
exposure to dust mite allergens is also a contributing cause
of chronic bronchial hyperreactivity.
Cat allergens
Cockroach allergens

ETS

Sufficient evidence for association
Dog allergens

Fungi (quantified)

Dampness or dampness-related
agents

Nitrogen dioxide (NO2)
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Updated conclusions

There is sufficient evidence of a causal relationship between exposure
to dust mite allergen and exacerbation of asthma in children sensitized
to dust mites.
There is limited or suggestive evidence of an association between
dust mite allergen exposure and exacerbations of asthma in children
not sensitized to dust mites and in adults, specifically sensitized or
nonsensitized.
There is sufficient evidence of a causal relationship between cat
There is sufficient evidence of a causal relationship between
allergen exposure and exacerbation of asthma in individuals
cat allergen exposure and exacerbation of asthma in
specifically sensitized to cats.
individuals specifically sensitized to cats.
There is sufficient evidence of a causal relationship between cockroach
There is sufficient evidence of a causal relationship between
allergen exposure and exacerbations of asthma in individuals
cockroach allergen exposure and exacerbation of asthma in
specifically sensitized to cockroaches, especially adults.
individuals specifically sensitized to cockroaches.
There is limited or suggestive evidence of association between
cockroach allergen exposure and exacerbation of asthma in children
not sensitized to cockroaches.
There is sufficient evidence of an association between chronic ETS
There is sufficient evidence to conclude that there is a causal
relationship between chronic ETS exposure and exacerbations exposure and exacerbations of asthma in preschool-age children.
There is limited or suggestive evidence of an association between
of asthma in preschool-age children.
chronic ETS exposure and exacerbations of asthma in older children
There is limited or suggestive evidence of a relationship
and adults.
between chronic ETS exposure and exacerbations of asthma
There is limited or suggestive evidence of an association between acute
in older children and adults.
ETS exposure and exacerbation of asthma in asthmatics sensitive to
There is limited or suggestive evidence of an association
this exposure.
between acute ETS exposure and exacerbation in asthmatics
sensitive to this exposure.

There is sufficient evidence of an association between dog allergen
exposure and exacerbations of asthma in children sensitized to dogs.
There is limited or suggestive evidence of an association between
dog allergen exposure and exacerbations of asthma in nonsensitized
adults.
There is sufficient evidence of a causal association between outdoor
There is sufficient evidence of an association between fungal
exposure and symptom exacerbation in sensitized asthmatics. culturable fungal exposure and exacerbation in asthmatics sensitized
to fungi.
Exposure may also be related to nonspecific chest symptoms.
There is limited or suggestive evidence of an association between
indoor culturable Penicillium exposure and exacerbation in asthmatic
children with specific sensitization, any fungal sensitization, or
unspecified sensitization.
There is limited or suggestive evidence of an association between
indoor total culturable fungal exposure and exacerbation of asthma in
children with any fungal sensitization.
Dampness may exacerbate existing asthma. The factors related There is sufficient evidence of a causal association between dampness
or dampness-related agents and exacerbation of asthma in children,
to dampness that actually lead to the development of disease
and to disease exacerbation are not yet confirmed, but probably and of an association in adults. The evidence does not suggest that this
relationship is restricted to those with specific sensitization to fungi or
relate to dust mite and fungal allergens.
dust mites.
There is sufficient evidence of an association between brief high-level
There is sufficient evidence of an association between brief
exposures to NO2 and increased airway responses to nonspecific
high-level exposures to NO2 and increased airway responses
to both nonspecific chemical irritants and inhaled allergens
chemical irritants and inhaled allergens among asthmatic subjects.
among asthmatic subjects. These effects have been observed There is limited or suggestive evidence of an association between
in human chamber studies at concentrations that may occur
NO2 and exacerbation of asthma, although this association may be
only in poorly ventilated kitchens with gas appliances in use.
attributable to confounding by other consistently correlated emissions
from gas stoves.
There is inadequate or insufficient evidence to determine whether an
association exists between gas stove use and exacerbation of asthma.
Continued
There is sufficient evidence of an association between dog
allergen exposure and exacerbation of asthma in individuals
specifically sensitized to dogs.
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with prior findings that cat allergen exposure
among cat-sensitized individuals (presum
ably with inflamed airways) increases
asthma symptoms.
Conclusion.
• There is sufficient evidence of a causal
relationship between cat allergen exposure
and exacerbation of asthma in individuals
sensitized to cats.
Cockroach allergens. Background. The
major cockroach allergens include enzymes
in fecal pellets that are incorporated into

household dust (Rabito et al. 2011).
Cockroach allergen exposure is common in
inner-city residences and was considered to
be an important influence on the high rates
of asthma among inner-city children (IOM
2000). The evidence cited by the IOM
(2000) was limited but consistent, with two
positive controlled exposure studies showing
responses in specifically sensitized adults and
one positive prospective observational study in
children. There was documented association,
biologic plausibility, and apparent causality

in specifically sensitized individuals. The
IOM concluded:
• There is sufficient evidence of a causal
relationship between cockroach allergen
exposure and exacerb ation of asthma in
individuals specifically sensitized to cock
roaches (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S4 summa
rizes findings from seven recent studies: one
prospective and six cross-sectional, all in
children; one study also included adults.

Table 1. Continued.
Exposures according to prior strength
of evidence, per IOM (2000)
Prior conclusions (IOM 2000)
Limited or suggestive evidence for association
Domestic birds
There is limited or suggestive evidence of an association between
bird exposure and exacerbation of symptoms in bird-sensitized
asthmatics. This association may be confounded by the allergic
asthmatic response to mites harbored by birds.
Formaldehyde (nonoccupational)
There is limited or suggestive evidence of an association
between formaldehyde exposure and wheezing and other
respiratory symptoms.
Fragrances, some
There is limited or suggestive evidence of an association
between exposure to certain fragrances and the manifestation
of respiratory symptoms in asthmatics sensitive to such
exposures.
Inadequate or insufficient evidence for association
Rodents (acute, nonoccupational)
There is sufficient evidence of an association between exposure
to rodents in a laboratory setting and exacerbation of
symptoms or lung function in rodent-sensitized asthmatics.
There is inadequate or insufficient evidence to determine
whether or not an association exists between exposure to
rodents (wild or as pets) in the home and exacerbation of
symptoms or lung function in rodent-sensitized asthmatics.
Cow and horse allergens (acute,
There is inadequate or insufficient evidence to determine
nonoccupational)
whether or not an association exists between cow or horse
allergen in the home and the exacerbation of asthma in
sensitive children.
Endotoxins (low level)
There is inadequate or insufficient information to determine
whether or not an association exists between low-level indoor
endotoxin exposure and exacerbation of asthma.
Houseplants (+ cut flowers)
There is inadequate or insufficient evidence to determine
whether or not an association exists between exposures from
houseplants and the exacerbation of asthma.
Pesticides (residential,
There is inadequate or insufficient evidence to determine whether
nonoccupational)
or not an association exists between pesticide exposures at the
levels typically encountered in non-occupational or residential
settings and the exacerbation of asthma.
Plasticizers (nonoccupational)
There is inadequate or insufficient evidence to determine
whether or not an association exists between nonoccupational
exposure to plasticizers and the exacerbation of asthma.
Volatile organic compounds (VOCs) There is inadequate or insufficient evidence to determine
(residential, other than
whether or not an association exists between indoor
formaldehyde)
residential VOC exposures and the exacerbation of asthma.
Pollen indoors
There is inadequate or insufficient evidence to determine
whether or not an association exists between pollen exposure
in the indoor environment and the exacerbation of asthma.
Down/feather bedding or synthetic There is inadequate or insufficient evidence to determine
bedding
whether or not an association exists between down pillows
and exacerbation of symptoms or lung function in asthmatics.
Down pillows are believed to be a risk factor for asthma
because of their documented mite content, rather than
because of the presence of bird allergen.
Low outdoor air ventilation rate
There is inadequate or insufficient information to determine
whether an association exists between lower ventilation rates
and the exacerbation of asthma symptoms.

Updated conclusions
There is limited or suggestive evidence of an association between
exposure to birds and the exacerbation of symptoms in bird-sensitized
asthmatics. This association may be confounded by the allergic
asthmatic response to mites harbored by birds.
There is limited or suggestive evidence of an association between
formaldehyde exposure and exacerbations of asthma, particularly
through enhanced response to other allergens.
There is limited or suggestive evidence of an association between
exposure to certain fragrances and the manifestation of respiratory
symptoms in asthmatics sensitive to such exposures.
There is sufficient evidence of a causal association between exposure to
rodents in a laboratory setting and exacerbation of symptoms or lung
function in rodent-sensitized asthmatics.
There is limited or suggestive evidence of an association between
exposure to rats or mice in the home and increased exacerbation or
severity of asthma in rodent-sensitized asthmatic children.
There is inadequate or insufficient evidence to determine whether or not
an association exists between cow or horse allergen in the home and
the exacerbation of asthma in sensitive children.
There is sufficient evidence of an association between indoor endotoxin
exposure and the exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether or not
an association exists between exposures from houseplants and the
exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether or
not an association exists between pesticide exposures at the levels
typically encountered in nonoccupational or residential settings and
the exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether
or not an association exists between nonoccupational exposure to
plasticizers and the exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether or not
an association exists between indoor residential VOC exposures (other
than formaldehyde) and the exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether
or not an association exists between pollen exposure in the indoor
environment and the exacerbation of asthma.
There is limited or suggestive evidence that down/feather bedding
may be protective for various respiratory effects relative to synthetic
bedding, presumably due to lower content of dust mites, although
evidence is not available regarding exacerbation of asthma.
There is inadequate or insufficient evidence to determine whether an
association exists between lower ventilation rates in buildings and the
exacerbation of asthma.

ETS, environmental tobacco smoke. Exposures excluded from this review included all infectious agents (e.g., Chlamydia pneumoniae, Chlamydia trachomatis, Mycoplasma
pneumoniae, respiratory syncytial virus) and all outdoor-generated pollutants (e.g., ozone, sulfur dioxide, nitrogen dioxide, nonbiologic particles).
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No new controlled exposure studies were
identified, but those cited by the IOM (2000)
provided strong evidence confirming causality
in sensitized adults (Bernton et al. 1972;
Kang 1976). In children, controlled exposure
studies have not been available. Prospective
findings in children have been uniformly
positive. For prospective studies, the one
recent and one prior study, in specifically
sensitized children, both found associations
of bedroom cockroach allergen with increased
asthma morbidity: allergen in bedroom floor
and bed dust with significantly more asthma
symptom days, school days missed, and
caretaker-interrupted sleep in Gruchalla et al.
(2005), and allergen in bedroom floor dust
with more than three times the rate of hospi
talization in Rosenstreich et al. (1997).
In contrast, cross-sectional findings in
children on bedroom cockroach allergen, all
recent, have been mixed. Gent et al. (2009)
found no associations of cockroach allergen
in beds with asthma severity in children with,
or those without, specific sensitization. This
study, however, had two limitations: Allergen
levels were very low, with only 4% of children
exposed at > 2 μg/g of dust, the level with
increased risk in Gruchalla et al. (2005),
compared with 35% in that study, and dust
samples were taken only from beds, whereas
all positive studies included bedroom floor
dust. In children of unknown atopic status,
Turyk et al. (2006) found strong, doserelated associations of cockroach allergen in
bedroom floor and bed dust with number
of symptoms, with odds ratios (ORs) up
to 5.8, but Spanier et al. (2006) found no
associations of allergen in bedroom floor dust
with FeNO.
For cross-sectional findings on cock
roach allergen measured in kitchens, Rabito
et al. (2011) reported strong associations
(ORs > 4) with hospital admissions in both
those with and those without specific sensi
tization. In cross-sectional findings based on
other exposure assessments, neither of the
two reports on measured cockroach antigens
in living rooms found associations with
exacerbation of asthma (Gent et al. 2009;
Turyk et al. 2006); and neither of the two
studies on visible cockroach presence in
homes found associations with exacerbation
of asthma: with asthma symptoms, unsched
uled medical visits, or steroid use for asthma
attacks (Bonner et al. 2006), and with asthma
symptoms (Shedd et al. 2007).
The strong association of cockroach
allergen with severe effects in both sensitized
and nonsensitized children in one study
(Rabito et al. 2011) might be attributable to
irritant effects or non-IgE–mediated sensiti
zation mechanisms. Cockroach allergen can
induce mucosal allergic sensitization and
inflammation via PAR-2 (Jeong et al. 2008),
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induce expression of inflammatory cytokine
(e.g., IL-8, IL-6), and trigger innate immune
response in the human airway epithelium
(Kauffman 2006; Matsumura 2012). These
findings suggest a potential mechanism for
cockroach allergen-induced asthma morbidity
in sensitized and nonsensitized subjects.
The overall evidence demonstrates that
exposure to cockroach antigen causes exacer
bation of asthma in specifically sensitized
adults, but such evidence is less consistent for
children. For specifically sensitized children,
the strongest studies, the two prospective,
consistently show associations with measured
allergen exposures in bedrooms, which may
be a critical location for exposure. Although
cross-sectional findings for bedroom dust are
mixed, the only one with negative findings
for sensitized children had very low exposure
levels. Other cross-sectional study findings
are limited but positive for kitchen exposures,
and negative for exposures in living rooms or
as assessed by visible cockroaches in homes.
A few reported associations are strong (Rabito
et al. 2011; Rosenstreich et al. 1997; Turyk
et al. 2006), including a strong finding in
nonsensitized children, and dose–response
findings are available from one study (Turyk
et al. 2006). The most reasonable conclusion is
still of a causal relationship in both adults and
children, although the evidence in children is
weaker. Strong study designs and improved
exposure assessment may be key to future
demonstration of health risks associated with
cockroach allergen.
Conclusions.
• There is sufficient evidence of a causal
relationship between cockroach allergen
exposure and exacerb ation of asthma in
individuals specifically sensitized to cock
roaches, especially adults.
• There is limited or suggestive evidence of
association between cockroach allergen
exposure and exacerb ation of asthma in
children not sensitized to cockroaches.
Environmental tobacco smoke exposures.
Background. A substantial body of research
has assessed the respiratory health effects
of involuntary exposure to environmental
tobacco smoke (ETS). Tobacco smoke
contains solid particles and semivolatile
and volatile organic compounds. These
compounds include known or suspected eye
and respiratory irritants, toxicants, mutagens,
and carcinogens (Zeise and Dunn 1999).
Distinguishing the effects of acute versus
chronic ETS exposure is challenging, except
by controlled chamber studies, which have
been conducted only in adults (IOM 2000).
Therefore, all observational studies are consid
ered to assess chronic ETS exposure. The
IOM concluded:
• There is sufficient evidence of a causal
relationship between chronic ETS exposure
volume

and exacerbations of asthma in preschoolage children.
• There is limited or suggestive evidence of a
relationship between chronic ETS exposure
and exacerb ations of asthma in older
children and adults.
• There is limited or suggestive evidence of an
association between acute ETS exposure and
exacerbation in asthmatics sensitive to this
exposure (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S5 summarizes
19 recent studies on ETS exposure and exacer
bation of asthma: in preschool-age children,
two prospective studies; in older children,
three prospective, one case–control, and eight
cross-sectional studies; in adults and children,
one prospective and one cross-sectional study,
and in adults, three prospective studies. Some
new findings have failed to show a relationship
between ETS and exacerbation of asthma.
In preschool-age children, Kattan et al.
(2007) found that high ETS exposures were
not significantly related to increased wheeze or
unscheduled medical visits, though they were
associated with decreased peak flow in cold
weather. Perzanowski et al. (2010) reported
that, although previous ETS exposure was
positively associated with FeNO, current
exposure was inversely related to FeNO. ETS
exposure at 4 years of age was associated with
significantly lower FEV1 and forced expira
tory flow in mid 50% of exhaled volume
(FEF25–75%) at 7 years, but not concurrent
exposure at 7 years.
In older children with asthma, FeNO was
not associated with reported tobacco smoke
exposure, serum cotinine, or hair cotinine
(Dinakar et al. 2005; Spanier et al. 2006,
2008). In fact, measured nicotine exposure
was associated with decreased FeNO (Spanier
et al. 2008), a response possibly mediated
by a NOS3 genetic polymorphism (Spanier
et al. 2009). Glutathione S‑transferase gene
variants have also been implicated in lung
function response to ETS (Palmer et al.
2006). This may indicate that ETS does not
cause allergic airway inflammation. Other
recent studies demonstrate no difference
in acute asthma symptoms or responses to
emergency therapy by ETS exposure (Karadag
et al. 2003; Vargas et al. 2007).
In contrast, many studies in children have
continued to demonstrate associations of
ETS with reduced lung function, increased
wheezing, nocturnal symptoms, and emer
gency department visits (Chapman et al.
2003; Lawson et al. 2011; Morkjaroenpong
et al. 2002; Soussan et al. 2003; Sturm et al.
2004; Wang et al. 2007). Ecologic evidence
presented by Herman and Walsh (2011) on
adults and children demonstrated 22% lower
hospital admission rates for asthma after a
smoking ban in Arizona, compared with rates
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in counties without bans. In adults, Eisner
et al. (2002, 2005) demonstrated that ETS
exposure was associated with greater asthma
severity during follow-up, emergency depart
ment visits, and hospital admissions for
asthma. Newman et al. (2010) reported that
home ETS exposure had a nonsignificant
association with reduced severity or frequency
of symptoms during pregnancy.
Overall, regarding ETS and exacerb a
tion of asthma in preschool-age children,
the basis for the prior IOM conclusion of
demonstrated causality is not clear. The two
recent prospective studies in preschool-age
children (Kattan et al. 2007; Perzanowski
et al. 2010) have not found the clear relation
ships expected from a causal relationship. The
overall evidence now, not fully consistent,
seems to better support a finding of an asso
ciation rather than of causality for preschoolage children. For older children and adults,
available evidence is very inconsistent
regarding association of ETS with increased
asthma morbidity. This is in agreement with
the prior assessment of limited or suggestive
evidence of a relationship. No additional
recent evidence was identified regarding acute
ETS exposure and exacerbation of asthma.
Conclusions.
• There is sufficient evidence of an association
between chronic ETS exposure and exacer
bations of asthma in preschool-age children.
• There is limited or suggestive evidence of an
association between chronic ETS exposure
and exacerb ations of asthma in older
children and adults.
• There is limited or suggestive evidence of
an association between acute ETS exposure
and exacerbation of asthma in asthmatics
sensitive to this exposure.

Exposures for which Sufficient Evidence
Had Existed for an Association with
Exacerbation of Asthma
Dog allergens. Background. Two major
dog allergens, Can f 1 and Can f 2, have
been identified. High levels of dog dander
have been found in homes with dogs and in
homes and buildings without resident dogs,
and positive bronchial provocation tests with
dog allergen have been correlated with sensi
tization to dog allergen (IOM 2000). The
IOM concluded:
• There is sufficient evidence of an association
between dog allergen exposure and exacer
bation of asthma in individuals specifically
sensitized to dog allergen (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S6 summarizes
the findings of five recent available studies:
in children, three prospective and one crosssectional, and in adults, one cross-sectional.
McConnell et al. (2006) found that the
presence of dogs in homes increased the
Environmental Health Perspectives •
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effect of ambient pollutants on bronchitic
symptoms in asthmatic children not assessed
for specific sensitization. Two other prospec
tive studies and the cross-sectional study
found that exposure to dog allergens signifi
cantly increased asthma severity in sensitized
children (Gent et al. 2009, 2012; Murray
et al. 2006). In adults, nonsensitized subjects
exposed to high levels of dog allergens also
demonstrated increased airway reactivity
(Langley et al. 2005).
Prior evidence was sufficient only to
suggest but not (as the IOM concluded) to
establish associations between indoor dog
allergen exposure and exacerbation of asthma.
The addition of current findings establishes
an association of dog allergen exposure
to exacerb ation of asthma in sensitized
children, and also suggests associations in
nonsensitized adults.
Conclusions.
• There is sufficient evidence of an asso
ciation between dog allergen exposure
and exacerb ations of asthma in children
sensitized to dogs.
• There is limited or suggestive evidence
of an association between dog allergen
exposure and exacerbations of asthma in
nonsensitized adults.
Fungi (quantified). Background. In this
section we review studies of quantified fungal
exposures as triggers of asthma. Effects of
qualitatively assessed environmental fungi or
of fungal components, fungal by‑products, or
other dampness-related agents are reviewed
in the next section, “Dampness or dampnessrelated agents.”
Sensitization to many fungal species that
occur outdoors and indoors has long been
documented, but the mechanisms under
lying the responses to most fungi have not
been fully defined. Increased asthma severity
with higher outdoor fungal spore concen
trations, provocation of asthma symptoms
among patients with fungal sensitivities, and
reduction in asthma symptoms by desensitiza
tion with fungal antigens have been demon
strated repeatedly (IOM 2000). However,
links between measured indoor fungal
concentrations and exacerbation of asthma,
including relevant exposure parameters
and mechanisms, have been less clear. The
IOM concluded:
• There is sufficient evidence of an associa
tion between fungal exposure and symptom
exacerb ation in sensitized asthmatics.
Exposure may also be related to nonspecific
chest symptoms (IOM 2000).
Summary of new evidence. The studies
previously cited by the IOM (2000), in
conjunction with Atkinson et al. (2006) and
Pongracic et al. (2010), demonstrate that
outdoor fungal exposures cause exacerbation
of asthma in sensitized individuals. Atkinson
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et al. (2006), for instance, reported that
outdoor fungal concentrations were positively
related to children’s admissions to emergency
rooms, after adjustment for pollen and air
pollutants. The overall evidence documents
strong association, temporality, consistency,
and biologic plausibility, with dose-related
response shown by Pongracic et al. (2010).
In the Supplemental Material, Table S7
summarizes six studies providing recent
evidence on indoor fungal exposure and
exacerbation of asthma, all in children: five
prospective and one cross-sectional. All
findings described below, unless otherwise
specified, refer to indoor culturable airborne
fungal concentrations, measured in prospective
studies in asthmatic children, with analyses
adjusted for key confounding variables.
Two prospective studies found that in
specifically sensitized children, culturable
airborne indoor Penicillium was associated
with significantly increased outcomes of severe
exacerbations (as indicated by unscheduled
medical visits), severity, or symptoms (Gent
et al. 2012; Pongracic et al. 2010), even after
adjustment for outdoor fungal levels in one
study (Gent et al. 2012). Among children
with any fungal sensitization but not neces
sarily to the genus in question (26% were
sensitized to Penicillium), Pongracic et al.
(2010) found indoor culturable airborne
Penicillium, and also the summed four most
common fungal genera, to be associated
with significantly increased severe exacerba
tions and symptoms, and total indoor fungal
concentration to be associated with signifi
cantly increased severe exacerbations. Among
those with any fungal sensitization, increases
in symptom days associated with each specific
genus were smaller among those not specifi
cally sensitized than among those sensitized,
although the decrease for Penicillium was only
5% (Pongracic et al. 2010).
Among asthmatic children of unknown
sensitization status, a cross-sectional study by
Turyk et al. (2006) found indoor Penicillium
to be associated with significantly increased
symptom frequency, and a prospective
study by Bundy et al. (2009) found indoor
Penicillium, but not total indoor fungi, to
be associated with significantly increased
peak expiratory flow variability (PEFV).
In contrast, in unadjusted analyses from a
small study of 19 children, Inal et al. (2007)
found no significant associations between
total indoor molds or four specific genera
including Penicillium, and symptom or
lung function outcomes; limitations of this
study reduce its importance. An important
weakness of these studies on airborne cultur
able fungi is that all those specifying their
sampling methods used 1‑min air samples,
and thus had highly unreliable estimates
of fungal concentrations, which have high
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temporal variability. In unadjusted analyses
in children of unspecified atopic status, Wu
et al. (2010) found that total culturable fungi
in dust were associated with an increased
number of urgent care visits only in those
with genetic polymorphisms that caused
reduced enzymatic breakdown of chitin,
an important fungal protein. (This study
provides biologic plausibility for nonallergic
mechanisms for exacerbation of asthma in
relation to fungal exposures.)
The overall available evidence is sufficient
to document that asthma exacerb ation is
caused by outdoor fungal exposures in those
sensitized. Although these outdoor fungi
also occur indoors, the evidence is not suffi
cient to demonstrate causality or association
directly from indoor fungal exposures. The
associations reported for Penicillium may be
attributable to confounding by other indoor
dampness-related exposures.
Conclusions.
• There is sufficient evidence of a causal asso
ciation between outdoor culturable fungal
exposure and exacerb ation in asthmatics
sensitized to fungi.
• There is limited or suggestive evidence of
an association between indoor culturable
Penicillium exposure and exacerbation in
asthmatic children with specific sensitiza
tion, any fungal sensitization, or unspecified
sensitization.
• There is limited or suggestive evidence of an
association between indoor total culturable
fungal exposure and exacerbation of asthma
in children with any fungal sensitization.
Dampness or dampness-related agents.
Background. Sufficient evidence has long
been available to document associations
between indicators of dampness and exacer
bation of asthma and other respiratory effects.
The specific dampness-related causal agents,
although not identified, were assumed to be
dust mite or fungal allergens (IOM 2000).
The few available studies showed fairly consis
tent, strong associations between dampness
indicators in buildings and exacerbation of
asthma. The prior IOM conclusion did not
clearly specify if evidence demonstrated
causality or only association:
• Dampness may exacerbate existing asthma.
The factors related to dampness that actually
lead to the development of disease and to
disease exacerbation are not yet confirmed,
but probably relate to dust mite and fungal
allergens (IOM 2000).
Summary of new evidence. Eight studies
on qualitative assessments of dampness indica
tors (e.g., visible dampness, water damage, or
mold, or mold odor) or quantified dampness
and exacerbation of asthma have become avail
able or were not previously considered. In the
Supplemental Material, Table S8 summarizes
evidence from these eight studies: in children,
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two controlled intervention, two prospective,
and two cross-sectional studies; and in adults,
one prospective and one cross-sectional study.
Kercsmar et al. (2006), in a controlled
intervention study in damp houses of asth
matic children, reported that comprehensive
remediation of dampness sources and visible
mold caused dramatic reductions in severe
exacerb ation of asthma. Acute care visits
after remediation were significantly reduced
(by 90%) in the children in homes actually
receiving remediation (i.e., as treated)
compared with those in the control homes.
Another intervention study (Bernstein
et al. 2006) and two prospective studies
(Hagmolen of Ten Have et al. 2007; Venn
et al. 2003) in children found significant
positive associations between dampness or
mold and exacerbation or severity of asthma
outcomes. Bernstein et al. (2006) performed
a controlled intervention in which ultra
violet radiation was applied in home venti
lation ducts to reduce microbial exposures
to fungally sensitized asthmatic children.
Ultraviolet radiation was associated with a
significant reduction in PEFV and a nonsig
nificant reduction in FEV1; with significant
reductions in severity scores for shortness of
breath and chest tightness, in number of days
of shortness of breath and chest tightness,
and in amount of medication used; and with
nonsignificant reductions in all other disease
severity measures (Bernstein et al. 2006). The
presumed mechanism is reduction of unspeci
fied microbial exposures. The intervention
study by Burr et al. (2007) was considered
ineligible because its intervention for mold
removal also increased outdoor air ventilation,
which reduces concentration of other indoor
airborne contaminants, thus making the study
benefits not specific to mold removal.
Venn et al. (2003) reported a doserelated positive association of measured wall
moisture with wheezing in children with
persistent wheezing over 3 years, significantly
more in atopic cases. ORs for measured
bedroom moisture and nighttime symptoms,
and measured living room moisture and
daytime symptoms, both showed doserelated responses, with ORs ranging up to
7.0 for the highest moisture level. Visible
mold was not significantly associated with
either symptom type, but was significantly
associated with presence of wheezing illness.
Hagmolen of Ten Have et al. (2007) reported
that damp stains or mold growth were
significantly positively associated with three
asthma severity metrics. Only one-third of the
subjects were fungally sensitized.
Of two cross-sectional studies in children,
Bonner et al. (2006) found strong positive
associations between home moisture or mold
and three asthma severity metrics, but Teach
et al. (2006) found no such relationships.
volume

Bonner et al. (2006) reported the presence
of moisture or mildew at home to be associ
ated with more than three times the hospital
visits for breathing-related problems, more
than three times the frequency of wheezing
episodes, and more than twice the expected
frequency of night symptoms. Teach et al.
(2006) reported that visible dampness or mold
in the home during the previous month was
not associated with unscheduled medical care
visits above the median, persistent asthma
symptoms, or quality-of-life scores below
the median.
In adults, a prospective study found
a doubling in asthma attacks with home
mold exposure (Wen et al. 2009), regard
less of subject obesity. A cross-sectional study
in diagnosed asthmatics, previously cited
by IOM (2000), found that both moisture
meter–measured total home dampness and
visible mold score had significant positive
dose-related associations with asthma severity,
and higher measured dampness was associated
with significantly greater measured airflow
obstruction (Williamson et al. 1997).
The specific causal agents for exacer
bations of asthma that are associated with
dampness have not been identified. Although
it is often assumed that these agents are
fungal, they may include other biologic expo
sures such as bacteria, amoebas, or dust mites
that thrive in dampness, or nonbiologic expo
sures such as chemicals emitted from damp
materials (Mendell et al. 2011).
In these studies, evident dampness or
mold or measured dampness was posi
tively associated—with almost complete
consistency—with exacerbation or severity
of asthma. The intervention studies, which
had the strongest designs, both showed
these relationships clearly. The intervention
and prospective studies, both demonstrating
temporality of effects, were consistent, as
were all but one of the cross-sectional studies.
Both Venn et al. (2003) and Williamson et al.
(1997) showed strong, dose-related positive
associations between measured moisture and
asthma severity outcomes. Because of the
implausibility of noncausal explanations for
all these findings, especially those of Kercsmar
et al. (2006), this evidence indicates a causal
association between indoor dampness or
dampness-related agents and exacerbation of
asthma in children with asthma. Few of the
populations in these studies were restricted
to atopic subjects, much less to those sensi
tized to any fungi, specific fungal genera, or
dust mites.
Conclusion.
• There is sufficient evidence of a causal asso
ciation between dampness or dampnessrelated agents and exacerbation of asthma
in children, and of an association in adults.
The evidence does not suggest that this
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relationship is restricted to those with
specific sensitization to fungi or dust mites.
Nitrogen dioxide. Background. Nitrogen
dioxide (NO2) is a common pollutant gas
found indoors and outdoors. It is produced,
along with other oxides of nitrogen, whenever
high-temperature combustion occurs. Indoor
combustion sources, including gas stoves and
space heaters, kerosene space heaters, and
poorly vented furnaces and fireplaces, produce
high indoor NO2 concentrations. Individual
NO 2 exposures in homes equipped with
combustion appliances are usually driven by
concentrations generated indoors even when
elevated outdoor levels infiltrate into the
home. Indoor NO2 levels in homes equipped
with gas stoves are higher in kitchens than
in other rooms and greatly higher during
cooking. Thus, individual exposure in a home
depends heavily on the amount of time spent
in the kitchen during cooking (IOM 2000).
In addition to nitrogen oxides, indoor
combustion appliances generally emit a
variety of other pollutants such as carbon
monoxide, sulfur dioxide (SO2), formalde
hyde, volatile organic compounds (VOCs),
and submicron particulate matter (PM),
some of which are known respiratory irri
tants. Epidemiologic studies generally have
used only the presence of gas appliances as
an indicator of elevated indoor NO2, or have
measured NO2 but not other gas combustion
emissions. Such studies thus have not been
able to attribute health effects associated with
gas appliances, or even with measured NO2,
to NO2 exposure itself (IOM 2000). Brief,
controlled high-level NO2 exposures, such as
might be found in poorly ventilated kitchens
during gas appliance use, caused enhanced
airway responsiveness in asthmatic adults
(IOM 2000). The IOM concluded:
• There is sufficient evidence of an asso
ciation between brief high-level exposures
to NO 2 and increased airway responses
to both nonspecific chemical irritants and
inhaled allergens among asthmatic subjects.
These effects have been observed in human
chamber studies at concentrations that may
occur only in poorly ventilated kitchens
with gas appliances in use (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S9 summa
rizes recent evidence from eight studies of
NO2 and exacerbation of asthma: in children,
two controlled intervention, four prospec
tive cohort, and one cross-sectional study;
and in adults, one prospective study. In the
Supplemental Material, Table S10 summa
rizes the evidence from six studies of gas stove
use and exacerbation of asthma: in children,
three cross-sectional, and in adults, two
prospective and one cross-sectional study.
For NO 2 studies in children, the two
intervention studies (Gillespie-Bennett
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et al. 2011; Pilotto et al. 2004) replaced
unflued gas heaters that emitted NO2 and
other combustion products indoors. Either
unreplaced gas heaters or higher NO2 were
associated with increased asthma symptoms
(Gillespie-Bennett et al. 2011; Pilotto et al.
2004) and/or reduced FEV 1 (GillespieBennett et al. 2011). In prospective studies,
higher indoor NO2 indoors was associated
with increases in many but not all measures
of asthma-related morbidity (Belanger et al.
2013; Fu et al. 2012; Hansel et al. 2008;
Kattan et al. 2007). In the study by Belanger
et al. (2013), four outcomes had significant
dose-related increases. However, in one study,
this association was found for wheeze only
in nonatopic children (Kattan et al. 2007).
Fu et al. (2012) found high NO2 exposures
associated with more severe asthma in children
with high beta-2-adrenergic receptor (ADRB2)
gene methylation. In a cross-sectional study,
Belanger et al. (2006) found that measured
NO 2 concentrations had a significant
positive association with increased likeli
hood of wheeze and chest tightness among
asthmatic children in multi-family housing,
but not in single-family housing. In adults,
a prospective study (Ng et al. 2001) found
adverse respiratory effects in asthmatic women
associated with cooking-related measured
NO2 exposures.
Regarding gas stove use, two crosssectional studies in children found associa
tions with some but not all studied respiratory
effects. Belanger et al. (2006) found that
the presence of a gas stove in the home
had a significant positive association with
wheeze, shortness of breath, and chest tight
ness among children living in multi-family
housing, but not single-family housing.
Chapman et al. (2003) found that use of
a gas stove in the home for cooking had a
significant inverse relationship on FEF25–75%,
FEF25–75%/forced vital capacity (FVC), FEV1,
and FEV1/FVC among girls who did not take
prescription respiratory medication. There
was no association among girls when respira
tory medication was taken, and no association
at all among boys. Use of an exhaust fan had
no influence on the effects of using a gas stove
(Chapman et al. 2003). Bonner et al. (2006)
found that the presence of a gas stove not
equipped with an outside vented exhaust was
not associated with any measure of asthma
severity related to symptoms, missed school,
unscheduled health care visits, or steroidtreated asthma attacks.
Studies of gas cooking in adults included
two prospective cohort studies and one crosssectional study. Ng et al. (2001), in a prospec
tive study, found adverse respiratory effects
in asthmatic women from both short-term
and repeated cooking exposures. Eisner et al.
(2002) reported from a prospective study that
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personal use of a gas stove for cooking was
not associated with asthma severity score, use
of systemic corticosteroids or other asthma
medications, or a history of hospitalizations
and intubations. In a cross-sectional study,
Eisner and Blanc (2003) reported that gas
stove use had no significant association with
FEV1, FVC, FEV1/FVC ratio, or FEF25–75%
and no association with chronic cough or
phlegm production. Gas stove use was related
to a greater risk of dyspnea, wheeze, and any
respiratory symptom, although those relation
ships were not statistically significant (Eisner
and Blanc 2003).
The overall available evidence leaves
unchanged, due to lack of new evidence, the
IOM (2000) conclusion about brief high-level
NO2 exposures in asthmatics. Substantial new
evidence, although not fully consistent, shows
associations between indoor NO2 exposure
and exacerbation of asthma. Conclusions on
this relationship are further limited by the fact
that many other unmeasured combustionrelated chemical and particulate compounds
are emitted by gas stoves and heaters that may
be related to asthma morbidity. Evidence
for this relationship is thus considered to be
only suggestive. Findings on gas stove use and
exacerbation of asthma are too inconsistent to
demonstrate associations.
Conclusions.
• There is sufficient evidence of an association
between brief high-level exposures to NO2
and increased airway responses to nonspe
cific chemical irritants and inhaled allergens
among asthmatic subjects.
• There is limited or suggestive evidence of an
association between NO2 and exacerbation
of asthma, although this association may be
attributable to confounding by other consis
tently correlated emissions from gas stoves.
• There is inadequate or insufficient evidence
to determine whether an association
exists between gas stove use and exacerba
tion of asthma.

Exposures for which Limited or
Suggestive Evidence had Existed
for an Association with Exacerbation
of Asthma

Domestic birds. Background. Respiratory
allergies to birds have been known to occur
among zoo keepers and pet shop workers, but
specific links between exposures and exacer
bations of asthma have not been made. The
IOM review found that, although asthmatic
symptoms had been documented in association
with bird-keeping, specific bird antigens associ
ated with allergies and asthma had not been
identified and available evidence was lacking.
There was an assumption that feather
bedding was associated with exacerbation of
asthma because of mites associated with birds,
but no supportive evidence was found. The
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IOM report cited only one epidemiologic
study, which found increased risk of wheeze
in children using foam rather than feather
pillows, and theorized that this unexpected
association might result from bias due to
parental replacement of feather bedding by
synthetic bedding for symptomatic children
(Strachan and Carey 1995). The IOM review
also cited findings of higher dust mite antigen
levels in synthetic pillows than in feather
pillows and theorized the difference might
result from more impermeable covers on
feather bedding preventing infestation (IOM
2000). The IOM review concluded
• There is limited or suggestive evidence of
an association between bird exposure
and exacerbation of symptoms in birdsensitized asthmatics. This association may
be confounded by the allergic asthmatic
response to mites harbored by birds.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between down pillows and exacerba
tion of symptoms or lung function in
asthmatics. Down pillows are believed to be
a risk factor for asthma because of their docu
mented mite content, rather than because of
the presence of bird allergen (IOM 2000).
Summary of new evidence. No addi
tional evidence was available on exposure to
domestic birds and exacerbation of asthma
over the past decade. Evidence continues to
suggest that occupational exposure is asso
ciated with the development of antibodies
to feathers from specific birds (Renström
et al. 2011; Swiderska-Kielbik et al. 2011),
but that allergic responses may also occur to
mites harbored by birds (Rimac et al. 2010).
Down/feather bedding is discussed as a
separate exposure, below.
Conclusion.
• There is limited or suggestive evidence of
an association between exposure to birds
and the exacerbation of symptoms in birdsensitized asthmatics. This association may
be confounded by the allergic asthmatic
response to mites harbored by birds.
Formaldehyde (nonoccupational).
Background. Formaldehyde, an aldehyde
and VOC, is emitted from many building
materials, items of furniture, and consumer
products, and by combustion processes
including those in gas stoves and tobacco
smoking. Cigarette smoke is considered to be
one of the largest indoor sources of formalde
hyde. The strongest sources have been urea–
formaldehyde foam insulation (no longer used)
and various composite wood products made
with urea-formaldehyde resins. Formaldehyde
is also present in outdoor air, where motor
vehicle exhaust is a major source. Indoor
concentrations are determined by the presence,
number, and age of sources, modified by the
rate of outdoor air ventilation. Formaldehyde
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concentrations are generally highest in newly
constructed or renovated building spaces and
in areas that contain new furnishings made
with formaldehyde resins (IOM 2000).
High-level exposure to formaldehyde
has been documented to cause occupational
asthma, although whether this occurs through
immunologic or irritant mechanisms has
been unclear. Little evidence was available
related to effects of residential exposures on
exacerbation of asthma (IOM 2000). The
IOM concluded:
• There is limited or suggestive evidence of
an association between formaldehyde
exposure and wheezing and other respira
tory symptoms (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S11 summa
rizes the findings of two recent studies, both
controlled exposure studies. In a blinded
crossover study (Casset et al. 2006), exposure
to 32 or 92 μg/m3 formaldehyde for 30 min
had no effect on lung function or symptoms
in asthmatic adults, but enhanced both
immediate and late responses to dust mite
antigen. Formaldehyde thus increased effects
of a common asthma trigger without having
apparent direct effects (Casset et al. 2006).
A similar lack of lung function effect of
500 μg/m3 formaldehyde exposure for 60 min
was demonstrated in patients with intermit
tent asthma (Ezratty et al. 2007). Although
epidemiologic studies have shown associa
tions of indoor formaldehyde exposures with
asthma development and prevalent asthma in
children (reviewed by McGwin et al. 2010),
evidence on exacerbation of asthma was
not available.
Conclusion.
• There is limited or suggestive evidence of
an association between formaldehyde
exposure and exacerbation of asthma,
particularly through enhanced response to
other allergens.
Exposure to certain fragrances (among
sensitized individuals). Background.
Fragrances contain a variety of chemical
compounds. Some asthmatics have been
reported to have symptomatic responses to
some scents. The few available controlled
clinical challenge studies had inconsistent
findings on respiratory effects of fragrance
exposure in sensitive populations, and many
studies failed to control for the possible
influence of odor perception. Based on
the studies that did account for odor, the
IOM concluded:
• There is limited or suggestive evidence of
an association between exposure to certain
fragrances and the manifestation of respira
tory symptoms in asthmatics sensitive to
such exposures (IOM 2000).
Summary of new evidence. No recent
studies were identified.
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Conclusion.
• There is limited or suggestive evidence of
an association between exposure to certain
fragrances and the manifestation of respira
tory symptoms in asthmatics sensitive to
such exposures.

Exposures for which Inadequate or
Insufficient Evidence Had Existed
to Determine an Association with
Exacerbation of Asthma

Rodent allergens. Background. Although
several mouse and rat allergens have been
identified, these may not be the key allergens
for all species potentially present in the home
(IOM 2000). Work-related allergies to rats
or mice are well documented, but clear asso
ciations between rodent exposures in homes
and exacerbation of asthma had not been
established. The IOM concluded:
• There is sufficient evidence of an association
between exposure to rodents in a laboratory
setting and exacerbation of symptoms or
lung function in rodent-sensitized asthmatics.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between exposure to rodents (wild
or as pets) in the home and exacerbation
of symptoms or lung function in rodentsensitized asthmatics (IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S12 summa
rizes three available recent studies, all in
children: one environmental intervention,
one prospective, and one cross-sectional.
Pongracic et al. (2008), in a controlled
environmental intervention study that
removed mouse allergens from the homes of
inner-city children with asthma and sensitiza
tion to mouse or rat allergen, did not find
a decrease in asthma symptoms or health
care utilization to be associated during the
intervention year with mouse allergen reduc
tion. They did, however, report signifi
cantly reduced school absenteeism, nights
of child and caretaker waking, and number
of days on which caretakers had to change
plans (Pongracic et al. 2008). The study by
Pongracic et al. (2008) suggests a potential
relationship between mouse allergen exposure
in sensitized children and asthma severity or
exacerbations. A prospective study on innercity asthmatic children found that mouse
allergen exposure contributed significantly to
sensitization, but, among mouse-sensitized
children, only to several nonsignificant
trends for measures of asthma morbidity
(Phipatanakul et al. 2000). Bonner et al.
(2006), in a cross-sectional study in children
of unknown sensitization status, found no
association between presence of rats or mice
in the home and symptoms or unscheduled
medical visits; however, because sensitiza
tion status was unknown, this study does
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not provide information about responses of
rodent-allergic children.
The IOM (2000) had suggested that
sufficient home exposures to rodent allergen
among sensitized individuals might be
expected to be associated with exacerb a
tion of asthma, but insufficient information
was available on home exposures and on
nonoccupational sensitization. A reconsid
eration of evidence previously considered
by the IOM (2000) on occupational rodent
exposure, which demonstrates strong, consis
tent, temporally appropriate, and biologically
plausible relationships, leads to a conclu
sion of a causal relationship between occu
pational rodent exposure and exacerbation
of asthma in sensitized adult workers. Also,
recent evidence shows a substantial minority
of inner-city homes to have rodent allergen
levels comparable with occupational settings,
and also to have rodent-sensitized children
(e.g., Matsui et al. 2005).
The two available studies on asthmatic
response to rodent allergen among sensi
tized children, a controlled intervention
(Pongracic et al. 2008) and a prospective
study (Phipatanakul et al. 2000), found either
significant effects for several but not other
outcomes, or small and not statistically signifi
cant effects in only a few outcomes. These
findings do not suggest a clear association.
However, together with a determination that
occupational rodent exposure causes exacer
bation of asthma in sensitized adult workers,
and the recent findings about home exposure
levels, these findings suggest possible asso
ciations in populations of highly exposed,
sensitized children.
Conclusions.
• There is sufficient evidence of a causal
association between exposure to rodents
in a laboratory setting and exacerb ation
of symptoms or lung function in rodentsensitized asthmatics.
• There is limited or suggestive evidence of
an association between exposure to rats or
mice in the home and increased exacerbation
or severity of asthma in rodent-sensitized
asthmatic children.
Cow and horse allergens (acute,
nono ccupational exposures). Background.
Although occupational allergy to cows or
horses has been well recognized, data for
nonoccupational exposures have not been not
readily available. In contrast, evidence has
increasingly shown that living on farms with
animals may protect children against develop
ment of atopy and atopic asthma (IOM
2000). The IOM concluded:
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between cow or horse allergen in the
home and the exacerbation of asthma in
sensitive children (IOM 2000).
Environmental Health Perspectives •
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Summary of new evidence. No recent
studies were identified.
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between cow or horse allergen in the
home and the exacerbation of asthma in
sensitive children.
Endotoxins. Background. Endotoxins are
compounds found in the outer membranes
of gram-negative bacteria. These bacteria
are associated with the presence of pets,
rodents, and dampness or mold in homes.
Toxic effects associated with endotoxins are
considered to come from a specific endotoxin,
lipopolysaccharide (LPS). Toxicologic and
epidemiologic studies have demonstrated
that endotoxins cause inflammatory and
atopic responses in nonasthmatic and asth
matic subjects, but are also associated with
decreased atopy. Variations in the structure of
the polysaccharide chain or its lipid portion
in different bacteria, the route of exposure,
dose rate, age at exposure, and atopic status
all potentially influence the biological effects.
Adverse effects from endotoxins were appar
ently increased by other dampness-associated
agents, and vice versa (IOM 2000). Because
the available evidence supported predictions
of either increased or decreased inflammatory
responses in asthmatic individuals exposed to
endotoxins, the IOM concluded::
• There is inadequate or insufficient infor
mation to determine whether or not an
association exists between low-level indoor
endotoxin exposure and asthma exacerbation
(IOM 2000).
Summary of new evidence. In the
Supplemental Material, Table S13 describes
three recent studies available on endotoxins
and exacerbation of asthma: in children, one
cross-sectional study; in adults, one controlled
challenge study; and in adults and children,
one cross-sectional study. Two studies provide
evidence associating elevated endotoxin
levels with increased asthma severity and
bronchial hyperresponsiveness (Rabinovitch
et al. 2005; Thorne et al. 2005). Rabinovitch
et al. (2005) measured personal daily endo
toxin exposures of children in particulate
fractions of PM ≤ 2.5 μm diameter (PM2.5)
and ≤ 10 μm diameter (PM10). Endotoxin
levels were related to clinically significant
increases in asthma severity indices. Personal
endotoxin exposures had a significant positive
association with asthma symptom scores and
with evening FEV1, but not with morning
FEV 1. Thorne et al. (2005) reported that
endotoxin in bedroom floor dust was asso
ciated with significantly elevated ORs for
asthma symptoms, asthma medication use,
and wheezing; similar but lower associations
were found for bedding endotoxin concentra
tions. No association of increased hay fever
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risk or protection was found. These effects
of endotoxins were found in adults, but not
children. The authors concluded that U.S.
household endotoxin exposures are associated
with asthma symptoms, current asthma medi
cation use, and wheezing, but not with allergy
(Thorne et al. 2005). Kitz et al. (2006) found
that controlled inhalation challenge to LPS
in asthmatic adults caused a significant fall
in FEV1 90 min later, reaching a maximum
after 120 min.
Among studies cited by the IOM (2000),
two provided prior evidence linking indoor
endotoxin exposures to exacerbation of
asthma: Experimental endotoxin exposure
increased bronchial responsiveness to hista
mine among asthmatic adults, lasting 5 hr,
but not among nonasthmatic adults (Michel
et al. 1989); a cross-sectional study showed
that endotoxin content of house dust was
associated with increased asthma severity in
dust mite–sensitized adults, but concentra
tion of dust mite allergen was not (Michel
et al. 1996). Overall, the evidence suggests
that endotoxin exposure is associated with
increased inflammation and asthma severity,
but not increased allergy. In fact, a growing
number of studies suggest that early-life
microbiologic exposures to endotoxin may
protect against later atopy (e.g., Illi et al. 2014;
Lawson et al. 2012), although these exposures
are also associated with increased wheeze
(Celedon et al. 2007). This potentially protec
tive effect is consistent with the “hygiene
hypothesis,” which postulates that growing up
in a microbially more hygienic and less diverse
environment may increase risk of developing
respiratory allergies (Heederik and von Mutius
2012). In contrast, damp or moldy buildings,
even though they are associated with increased
endotoxin, seem only to increase, not decrease,
the development of respiratory disease, even in
infants (Mendell et al. 2011).
The available evidence shows a clear asso
ciation of indoor endotoxin exposure with
exacerbation among asthmatic individuals,
regardless of whether early exposures prevent
later development of allergies. With strong
and consistent effects shown in epide
miologic studies and controlled exposures,
biologic plausibility for inflammatory effects,
and appropriate temporal relationships, the
evidence is close to documenting a causal rela
tionship between endotoxin and exacerbation
in asthmatics. However, the dual protective
and adverse effects suggest caution in labeling
indoor endotoxin simply as an adverse causal
exposure. The roles of timing, dose, and
circumstance of this protective response to
exposure need to be better delineated.
Conclusion.
• There is sufficient evidence of an association
between indoor endotoxin exposure and
exacerbation of asthma.
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Houseplants. Background. In theory,
houseplants have the potential to release
pollen, sap, and other plant parts, or to host
pests or fungi that could release allergens, thus
provoking allergic responses in people with the
necessary sensitization (IOM 2000). Because
no studies had been conducted to document
these relationships, the IOM concluded:
• There is inadequate or insufficient evidence
to determine whether or not an associa
tion exists between exposures from house
plants and the exacerbation of asthma
(IOM 2000).
Summary of new evidence. No recent
studies have addressed houseplant exposure.
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between exposures from houseplants
and the exacerbation of asthma.
Pesticides. Background. Pesticides
include many kinds of fungicides, herbicides,
insecticides, and rodenticides. Pesticides are
reportedly used in > 80% of U.S. homes.
Inhalation and dermal absorption are two
potential routes of exposure to pesticides used
in the home. The diversity of pesticides used
in homes suggests that their relationships to
exacerbation of asthma will not be uniform
(IOM 2000). The IOM concluded:
• There is inadequate or insufficient evidence
to determine whether or not an associa
tion exists between pesticide exposures at
the levels typically encountered in nonoccupational or residential settings and the
exacerbation of asthma (IOM 2000).
Summary of new evidence. No recent
data have directly addressed pesticides in
relation to exacerbation of asthma. In a longi
tudinal study in the Center for the Health
Assessment of Mothers and Children of
Salinas (CHAMACOS), increased T helper 2,
asthma, and wheeze outcomes in children
were associated with reported maternal work
in agriculture, which may be an indirect indi
cator of pesticide exposure to children, either
prenatally or at home (Duramad et al. 2006).
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an associa
tion exists between pesticide exposures
at the levels typically encountered in
nonoccupational or residential settings and
the exacerbation of asthma.
Plasticizers. Background. Plasticizers are
chemicals that increase the flexibility of plastic
resins. A major use of plasticizers is in poly
vinyl chloride, widely used indoors in sheet
vinyl flooring, wall coverings, vinyl uphol
stery, and shower curtains. These products
are major sources of plasticizer residues, such
as di(2-ethylhexyl) phthalate (DEHP) in
homes (IOM 2000). DEHP was associated
with airway inflammation and possibly with
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asthma causation. Occupational exposure
to plasticizers at high levels was also associ
ated with exacerbation of asthma and asthma
causation. The available evidence was very
limited. The IOM review concluded
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between nonoccupational exposure to
plasticizers and the exacerbation of asthma
(IOM 2000).
Summary of new evidence. Recent studies
have demonstrated associations between the
presence of plastic materials in homes and
increased allergies, respiratory symptoms,
and diagnosed asthma (Jaakkola and Knight
2008; Jaakkola et al. 2000, 2006; Mendell
2007), but have not evaluated effects on
exacerbation of asthma.
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between nonoccupational exposure to
plasticizers and the exacerbation of asthma.
VOCs other than formaldehyde.
Background. Personal exposures to VOCs are
dominated by indoor exposures, even in areas
near major outside VOC sources. Hundreds
of VOCs have been measured in indoor air,
and their diversity suggests lack of uniformity
in their potential associations with health.
Buildings contain numerous sources of
VOCs, including tobacco smoke, combustion
appliances, building and renovation materials,
house cleaning and maintenance products,
solvents, photocopying machines, dry-cleaned
clothes, personal care products, printed mate
rials, room deodorizers, moth crystals, and
chlorinated water. The main factors influ
encing exposures are the presence of mate
rials, emission rates, ventilation, and personal
behavior (IOM 2000). Very limited evidence
suggested any associations between exposures
to VOCs indoors and exacerbation of asthma.
The multiple correlations between the few
studied compounds and many others, often
unmeasured, made it difficult to implicate
specific VOCs. The IOM review concluded
• There is inadequate or insufficient evidence to
determine whether or not an association exists
between indoor residential VOC exposures
and the exacerbation of asthma (IOM 2000).
Summary of new evidence. Although
some studies have suggested associations
between indoor VOCs or semi‑VOCs and
respiratory or allergic effects (Arif and Shah
2007; Choi et al. 2010; Mendell 2007;
Rumchev et al. 2004), and between outdoor
VOCs and exacerbation of asthma (Delfino
et al. 2003), no new evidence related to
exacerb ation of asthma by indoor VOCs
other than formaldehyde was identified.
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an association
volume

exists between indoor residential VOC
exposures (other than formaldehyde) and
exacerbation of asthma.
Pollen exposures indoors. Background.
The primary source of indoor pollen is infil
tration from outdoors. Evidence of outdoor
pollen in indoor dust samples suggests that it
may be an important exposure for exacerba
tion of asthma (IOM 2000). Because of lack
of any direct evidence, the IOM concluded:
• There is inadequate or insufficient evidence
to determine whether or not an associa
tion exists between pollen exposure in the
indoor environment and the exacerbation of
asthma (IOM 2000).
Summary of new evidence. No recent
evidence regarding indoor pollen exposure
and exacerbation of asthma was identified.
Conclusion.
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between pollen exposure in the indoor
environment and the exacerbation of asthma.
Down/feather bedding/synthetic bedding.
Background. This question was considered
by the IOM (2000) in the context of birdrelated allergy. Down bedding, compared with
synthetic, was believed to exacerbate asthma
because it harbored bird mites. The possibility
was also considered that the increased wheeze
reported among children using synthetic
pillows resulted from increased mite exposure
from synthetic pillows (IOM 2000). The
IOM concluded:
• There is inadequate or insufficient evidence
to determine whether or not an association
exists between down pillows and the exacer
bation of symptoms or lung function in
asthmatics. Down pillows are believed to be
a risk factor for asthma because of their docu
mented mite content, rather than because of
the presence of bird allergen (IOM 2000).
Summary of new evidence. Glasgow et al.
(2011) reported that dust mite–sensitized
asthmatic children who used new feather
pillows and quilts had nonsignificant reductions
in dust mite antigen exposures and wheeze
outcomes. Many other studies, reviewed by
Siebers and Crane (2011), have shown that
feather pillows or quilts, compared with
synthetic bedding, accumulate substantially
lower concentrations of dust mite antigen and
are consistently protective against many respira
tory and allergic outcomes, including asthma in
unselected populations of infants or children;
however, evidence was not available on exacer
bation of existing asthma.
Conclusion.
• There is limited or suggestive evidence that
down/feather bedding may be protective for
various respiratory effects relative to synthetic
bedding, presumably due to lower content of
dust mites, although evidence is not available
regarding exacerbation of asthma.
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Low outdoor air ventilation rates.
Background. Low outdoor air ventilation
rates in buildings lead to increased indoor
concentrations of pollutants emitted indoors
by occupants, furnishings, equipment,
coatings and glues, cleaning products, and
building materials. The IOM (2000) consid
ered evidence on whether ventilation rates
influenced indoor exposures, and concluded
that low ventilation rates strongly influence
the level of many indoor exposures, including
potential asthma triggers (IOM 2000).
Regarding health effects, the IOM concluded:
• Existing data are inadequate for conclusions
regarding the association between ventila
tion rates or ventilation system microbio
logic contamination and the exacerbation
of asthma symptoms. However, both theo
retical evidence and limited empirical data
indicate that feasible modifications in venti
lation rates can decrease or increase indoor
concentrations of some indoor generated
pollutants associated with asthma by ≤ 75%
(IOM 2000).
Summary of new evidence. A substantial
body of research, reviewed by Seppänen et al.
(1999) suggests that lower ventilation rates
in buildings are associated with a variety of
symptoms, including upper and lower respi
ratory tract symptoms. The effect may be
mediated by transmission of respiratory infec
tions or by increased indoor humidity, leading
to increased dust mites, fungi, and other micro
organisms indoors (Seppänen et al. 1999). No
studies were identified that explicitly examine
this relationship to exacerbation of asthma.
The intervention study by Burr et al. (2007)
was considered ineligible because its interven
tion included increased outdoor air ventilation
and mold removal, so study benefits were not
specific to increased ventilation.
Conclusion.
• There is insufficient evidence to determine
whether an association exists between
lower ventilation rates in buildings and
exacerbations of asthma.

Discussion
This review updates previous conclusions
(IOM 2000) with recent evidence, elevating
the strength of evidence for some exposures
(Table 1). Major changed conclusions include
a documented causal relationship with exacer
bation for indoor dampness or dampnessrelated agents (in children); documented
associations with exacerbation for dampness
or dampness-related agents (in adults), ETS
(in preschool-age children), and endotoxin;
and limited or suggestive evidence of associa
tion with exacerbation for indoor culturable
airborne Penicillium or total fungi, NO 2,
rodents (nono ccupational exposure), and
feather/down pillows (protective relative to
synthetic bedding). There is also limited or
Environmental Health Perspectives •
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suggestive evidence that dust mite, cockroach,
dog, and dampness-related agents may exacer
bate asthma even in nonsensitized individuals,
suggesting proinflammatory effects.
In this review we identified limited recent
evidence suggesting associations between
quantified indoor culturable Penicillium or
total fungi and exacerbation of asthma. If these
associations are confirmed in future studies,
this will call into question conclusions based
on previous evidence—that available indoor
microbial measurement strategies, especially
culture-based assays of air samples, are not
informative regarding indoor mold-related
health effects (Mendell et al. 2011; World
Health Organization 2009). Earlier reviews had
found no consistent associations between respi
ratory or allergic health outcomes and quanti
tative microbial measurements. For instance,
few studies had reported significant positive
associations between indoor airborne cultur
able Penicillium and specific health outcomes
(and these did not include exacerbation of
asthma): current asthma in adults (Dharmage
et al. 2001); both wheeze and persistent cough
in infants, with dose–response relationships
(Gent et al. 2002); and respiratory infections in
infants (Müller et al. 2002; Stark et al. 2003).
No associations were seen between indoor
Penicillium and allergy (Dharmage et al. 2001)
or allergic rhinitis (Stark et al. 2005).
Specific dampness-related causal agents
for exacerb ation of asthma may include
biologic exposures in addition to fungi,
such as bacteria, amoebas, and dust mites,
or nonbiologic exposures such as chemicals
emitted from damp materials (Mendell et al.
2011) [e.g., formaldehyde (McGwin et al.
2010) and 2-ethyl-1-hexanol (Norbäck et al.
2000)]. Furthermore, dampness is associated
with respiratory infections (Fisk et al. 2010),
the most common cause of exacerbation of
asthma (Jackson and Johnston 2010).
Findings from interventional trials of
single or multiple strategies, although the
strongest study design for demonstrating
causality, have often been inconsistent
regarding successful reduction of exposures
or exacerbation of asthma. A prior review has
found that sufficient evidence is available to
recommend three types of intervention to
reduce asthma symptoms and possibly exacer
bations: a) tailored in-home education and
remediation of asthma triggers, b) integrated
pest management, and c) combined elimi
nation of moisture intrusion or leaks and
removal of moldy items (Krieger et al. 2010).
Additional rigorous research is needed to
better document causality and determine the
effectiveness of specific remediation strategies
(Sauni et al. 2011).
This review did not include the indoor
intrusion of outdoor pollutants, including
ozone, SO 2, NO 2, fungal spores, pollen,
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and nonbiologic PM such as diesel exhaust
particles. Outdoor exposures to PM are associ
ated with asthmatic symptoms (Delfino et al.
2002; Rabinovitch et al. 2006; Sheppard
et al. 1999) and exacerbations (Chang et al.
2009; Salam et al. 2008; Spira-Cohen et al.
2011). Experimental exposures to SO2 and
ozone result in exacerbation of asthma,
airway inflammation, and increased response
to inhaled allergens (Linn and Gong 1999;
Peden et al. 1995). Some strategies for
reducing pollutant exposures indoors may also
reduce indoor exposures to outdoor-generated
pollutants. Such strategies might include
using air conditioning and high-efficiency
particulate filters in home mechanical systems,
and thorough daily washing to remove aller
gens settled on people (Diette et al. 2008).
However, reducing entry of outdoor pollut
ants by keeping doors and windows closed or
sealing a building against air infiltration would
result in increased indoor concentrations of
indoor-generated pollutants, unless effectively
enhanced particle filtration or gas air cleaning
strategies were used. In contrast, increasing
ventilation rate to dilute indoor-generated
pollutants may increase indoor concentrations
of outdoor pollutants. The advantages and
disadvantages of ventilation-related strate
gies for controlling indoor exposures must be
weighed, considering the type and amounts
of specific indoor and outdoor pollutants. For
a more detailed discussion of the impact of
ventilation on indoor exposures relevant to
asthma, see Chapter 10 of the IOM review
(IOM 2000).
This review builds on the conclusions
of the IOM (2000) document without
thoroughly reexamining prior evidence and
without inclusion of unpublished studies, and
therefore is limited in its scope and potentially
subject to publication bias. A further limitation
is the lack of uniformity in reviewed studies
of the definitions for exacerbation of asthma
and the tools for assessing exacerbation. In
addition, the literature used in this review was
restricted to findings published in English.
Therefore, conclusions drawn from this review
should be considered provisional.
In future research, the inconsistencies
in current research may be reduced by
improved exposure assessment, such as for
dampness-related microbial agents (e.g.,
non–culture-based, species-specific assays)
and determination of subjects’ sensitization.
More rigorous study designs should be empha
sized: performing cross-sectional studies only
for hypothesis generation; using intervention,
prospective, or true nested case–control designs
to confirm associations; and conducting rigor
ously designed intervention studies with careful
measurements of exposures and health to
document the causality and effectiveness of
real-world environmental interventions.
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Conclusions
In this review we have revised prior evidencebased conclusions about relationships between
specific indoor exposures and exacerbation
of asthma. Exposures to indoor dampness
and dampness-related agents have a causal
relationship with exacerbation of asthma (in
children). Exposures to dampness-related
agents (in adults), ETS (in preschool-age
children), and endotoxin are associated with
exacerbation of asthma. Exposures to indoor
culturable Penicillium and total fungi, rodents
(nonoccupational exposure), and NO2 have
limited or suggestive evidence for an association
with exacerbation of asthma, and limited data
suggest that exposures to feather/down pillows
may have a protective association relative to
synthetic bedding. Exposures to dust mite,
cockroach, dog, fungi, and dampness-related
agents also have limited or suggestive evidence
for an association with exacerbation of asthma
even in nonsensitized individuals, suggesting
proinflammatory effects. Prospective or inter
vention studies are needed to confirm hypothe
sized associations, and rigorous real-world
environmental intervention trials are needed to
demonstrate effective remediation and resulting
reductions in exacerbation of asthma.
References
Arif AA, Shah SM. 2007. Association between personal
exposure to volatile organic compounds and
asthma among US adult population. Int Arch
Occup Environ Health 80:711–719.
Atkinson RW, Strachan DP, Anderson HR, Hajat S,
Emberlin J. 2006. Temporal associations between
daily counts of fungal spores and asthma exacerbations. Occup Environ Med 63:580–590.
Belanger K, Gent JF, Triche EW, Bracken MB,
Leaderer BP. 2006. Association of indoor nitrogen
dioxide exposure with respiratory symptoms in
children with asthma. Am J Respir Crit Care Med
173:297–303.
Belanger K, Holford TR, Gent JF, Hill ME, Kezik JM,
Leaderer BP. 2013. Household levels of nitrogen
dioxide and pediatric asthma severity. Epidemiology
24:320–330.
Bernstein JA, Bobbitt RC, Levin L, Floyd R, Crandall MS,
Shalwitz RA, et al. 2006. Health effects of ultraviolet
irradiation in asthmatic children’s homes. J Asthma
43:255–262.
Bernton HS, McMahon TF, Brown H. 1972. Cockroach
asthma. Br J Dis Chest 66:61–66.
Bonner S, Matte TD, Fagan J, Andreopoulos E,
Evans D. 2006. Self-reported moisture or mildew
in the homes of Head Start children with asthma is
associated with greater asthma morbidity. J Urban
Health 83:129–137.
Bundy KW, Gent JF, Beckett W, Bracken MB,
Belanger K, Triche E, et al. 2009. Household
airborne Penicillium associated with peak expiratory flow variability in asthmatic children. Ann
Allergy Asthma Immunol 103:26–30.
Burr ML, Matthews IP, Arthur RA, Watson HL,
Gregory CJ, Dunstan FDJ, et al. 2007. Effects on
patients with asthma of eradicating visible indoor
mould: a randomised controlled trial. Thorax
62:767–772.

18

Casset A, Marchand C, Purohit A, le Calve S, UringLambert B, Donnay C, et al. 2006. Inhaled formaldehyde exposure: effect on bronchial response
to mite allergen in sensitized asthma patients.
Allergy 61:1344–1350.
Celedon JC, Milton DK, Ramsey CD, Litonjua AA,
Ryan L, Platts-Mills TA, et al. 2007. Exposure to
dust mite allergen and endotoxin in early life and
asthma and atopy in childhood. J Allergy Clin
Immunol 120:144–149.
Chang AB, Clark R, Acworth JP, Petsky HL, Sloots TP.
2009. The impact of viral respiratory infection on
the severity and recovery from an asthma exacerbation. Pediatr Infect Dis J 28:290–294.
Chapman RS, Hadden WC, Perlin SA. 2003. Influences
of asthma and household environment on lung
function in children and adolescents: The Third
National Health and Nutrition Examination Survey.
Am J Epidemiol 158:175–189.
Choi H, Schmidbauer N, Sundell J, Hasselgren M,
Spengler J, Bornehag CG. 2010. Common household chemicals and the allergy risks in pre-school
age children. PLoS One 5(10):e13423; doi:10.1371/
journal.pone.0013423.
Delfino RJ, Gong H, Linn WS, Pellizzari ED, Hu Y.
2003. Asthma symptoms in Hispanic children and
daily ambient exposures to toxic and criteria air
pollutants. Environ Health Perspect 111:647–656;
doi:10.1289/ehp.5992.
Delfino RJ, Zeiger RS, Seltzer JM, Street DH,
McLaren CE. 2002. Association of asthma
symptoms with peak particulate air pollution and
effect modification by anti-inflammatory medication use. Environ Health Perspect 110:A607–A617.
Dharmage S, Bailey M, Raven J, Mitakakis T, Cheng A,
Guest D, et al. 2001. Current indoor allergen
levels of fungi and cats, but not house dust mites,
influence allergy and asthma in adults with high
dust mite exposure. Am J Respir Crit Care Med
164:65–71.
Dharmage S, Walters EH, Thien F, Bailey M, Raven J,
Wharton C, et al. 2006. Encasement of bedding does
not improve asthma in atopic adult asthmatics. Int
Arch Allergy Immunol 139:132–138.
Diette GB, McCormack MC, Hansel HH, Breysse PN,
Matsui EC. 2008. Environmental issues in
managing asthma. Respir Care 53:602–617.
Dinakar C, Lapuente M, Barnes C, Garg U. 2005.
Real-life environmental tobacco exposure does
not affect exhaled nitric oxide levels in asthmatic
children. J Asthma 42:113–118.
Duramad P, Harley K, Lipsett M, Bradman A,
Eskenazi B, Holland NT, et al. 2006. Early environmental exposures and intracellular Th1/Th2
cytokine profiles in 24-month-old children living
in an agricultural area. Environ Health Perspect
114:1916–1922; doi:10.1289/ehp.9306.
Eisner MD, Blanc PD. 2003. Gas stove use and
respiratory health among adults with asthma in
NHANES III. Occup Environ Med 60:759–764.
Eisner MD, Klein J, Hammond SK, Koren G, Lactao G,
Iribarren C. 2005. Directly measured second hand
smoke exposure and asthma health outcomes.
Thorax 60:814–821.
Eisner MD, Yelin EH, Katz PP, Earnest G, Blanc PD.
2002. Exposure to indoor combustion and adult
asthma outcomes: environmental tobacco smoke,
gas stoves, and woodsmoke. Thorax 57:973–978.
El-Ghitany EM, Abd El-Salam MM. 2012. Environmental
intervention for house dust mite control in childhood bronchial asthma. Environ Health Prev Med
17:377–384.
Ezratty V, Bonay M, Neukirch C, Orset-Guillossou G,
Dehoux M, Koscielny S, et al. 2007. Effect of

volume

formaldehyde on asthmatic response to inhaled
allergen challenge. Environ Health Perspect
115:210–214; doi:10.1289/ehp.9414.
Fisk WJ, Eliseeva EA, Mendell MJ. 2010. Association
of residential dampness and mold with respiratory
tract infections and bronchitis: a meta-analysis.
Environ Health 9:72; doi:10.1186/1476-069X-9-72.
Fu A, Leaderer BP, Gent JF, Leaderer D, Zhu Y. 2012.
An environmental epigenetic study of ADRB2
5’-UTR methylation and childhood asthma severity.
Clin Exp Allergy 42:1575–1581.
Gent JF, Belanger K, Triche EW, Bracken MB,
Beckett WS, Leaderer BP. 2009. Association of
pediatric asthma severity with exposure to
common household dust allergens. Environ Res
109:768–774.
Gent JF, Kezik JM, Hill ME, Tsai E, Li DW, Leaderer BP.
2012. Household mold and dust allergens:
exposure, sensitization and childhood asthma
morbidity. Environ Res 118:86–93.
Gent JF, Ren P, Belanger K, Triche E, Bracken MB,
Holford TR, et al. 2002. Levels of household mold
associated with respiratory symptoms in the first
year of life in a cohort at risk for asthma. Environ
Health Perspect 110:A781–A786.
Gillespie-Bennett J, Pierse N, Wickens K, Crane J,
Howden-Chapman P, Housing Heating and Health
Study Research Team. 2011. The respiratory
health effects of nitrogen dioxide in children with
asthma. Eur Respir J 38:303–309.
Glasgow NJ, Ponsonby AL, Kemp A, Tovey E, van
Asperen P, McKay K, et al. 2011. Feather bedding
and childhood asthma associated with house dust
mite sensitisation: a randomised controlled trial.
Arch Dis Child 96:541–547.
Gruchalla RS, Pongracic J, Plaut M, Evans R III,
Visness CM, Walter M, et al. 2005. Inner City
Asthma Study: relationships among sensitivity,
allergen exposure, and asthma morbidity.
J Allergy Clin Immunol 115:478–485.
Hagmolen of Ten Have W, van den Berg NJ,
van der Palen J, van Aalderen WM, Bindels PJ.
2007. Residential exposure to mould and
dampness is associated with adverse respiratory
health. Clin Exp Allergy 37:1827–1832.
Halken S, Høst A, Niklassen U, Hansen LG, Nielsen F,
Pedersen S, et al. 2003. Effect of mattress and
pillow encasings on children with asthma and
house dust mite allergy. J Allergy Clin Immunol
111:169–176.
Hansel NN, Breysse PN, McCormack MC, Matsui EC,
Curtin-Brosnan J, Williams DL, et al. 2008. A longitudinal study of indoor nitrogen dioxide levels and
respiratory symptoms in inner-city children with
asthma. Environ Health Perspect 116:1428–1432;
doi:10.1289/ehp.11349.
Heederik D, von Mutius E. 2012. Does diversity of
environmental microbial exposure matter for the
occurrence of allergy and asthma? J Allergy Clin
Immunol 130:44–50.
Herman PM, Walsh ME. 2011. Hospital admissions for
acute myocardial infarction, angina, stroke, and
asthma after implementation of Arizona’s comprehensive statewide smoking ban. Am J Public
Health 101:491–496.
Illi S, Weber J, Zutavern A, Genuneit J, Schierl R,
Strunz-Lehner C, von Mutius E. 2014. Perinatal
influences on the development of asthma and
atopy in childhood. Ann Allergy Asthma Immunol
112:132–139.
Inal A, Karakoc GB, Altintas DU, Guvenmez HK, Aka Y,
Gelisken R, et al. 2007. Effect of indoor mold
concentrations on daily symptom severity of
children with asthma and/or rhinitis monosensitized

123 | number 1 | January 2015 • Environmental Health Perspectives

Indoor exposures and exacerbation of asthma

to molds. J Asthma 44:543–546.
IOM (Committee on the Assessment of Asthma
and Indoor Air of the Institute of Medicine).
2000. Clearing the Air: Asthma and Indoor Air
Exposures. Washington, DC:National Academies
Press. Available: https://download.nap.edu/login.
php?record_id=9610&page=http%3A%2F%2Fwww.
nap.edu%2Fdownload.php%3Frecord_id%3D9610
[accessed 24 November 2014].
Jaakkola JJ, Ieromnimon A, Jaakkola MS. 2006.
Interior surface materials and asthma in adults:
a population-based incident case-control study.
Am J Epidemiol 164:742–749.
Jaakkola JJ, Knight TL. 2008. The role of exposure to
phthalates from polyvinyl chloride products in the
development of asthma and allergies: a systematic
review and meta-analysis. Environ Health Perspect
116:845–853; doi:10.1289/ehp.10846.
Jaakkola JJ, Verkasalo PK, Jaakkola N. 2000. Plastic
wall materials in the home and respiratory health
in young children. Am J Public Health 90:797–799.
Jackson DJ, Johnston SL. 2010. The role of viruses
in acute exacerbations of asthma. J Allergy Clin
Immunol 125:1178–1187.
Jeong SK, Kim HJ, Youm JK, Ahn SK, Choi EH,
Sohn MH, et al. 2008. Mite and cockroach allergens activate protease-activated receptor 2 and
delay epidermal permeability barrier recovery.
J Invest Dermatol 128:1930–1939.
Kang B. 1976. Study on cockroach antigen as a
probable causative agent inbronchial asthma.
J Allergy Clin Immunol 58:357–365.
Karadag B, Karakoç F, Ceran O, Ersu R, Inan S, Dagli E.
2003. Does passive smoke exposure trigger acute
asthma attack in children? Allergol Immunopathol
(Madr) 31:318–323.
Kattan M, Gergen PJ, Eggleston P, Visness CM,
Mitchell HE. 2007. Health effects of indoor nitrogen
dioxide and passive smoking on urban asthmatic
children. J Allergy Clin Immunol 120:618–624.
Kauffman HF. 2006. Innate immune responses to environmental allergens. Clin Rev Allergy Immunol
30:129–140.
Kercsmar CM, Dearborn DG, Schluchter M, Xue L,
Kirchner HL, Sobolewski J, et al. 2006. Reduction
in asthma morbidity in children as a result of home
remediation aimed at moisture sources. Environ
Health Perspect 114:1574–1580; doi:10.1289/
ehp.8742.
Kitz R, Rose MA, Borgmann A, Schubert R, Zielen S.
2006. Systemic and bronchial inflammation
following LPS inhalation in asthmatic and healthy
subjects. J Endotoxin Res 12:367–374.
Klepeis NE, Nelson WC, Ott WR, Robinson JP,
Tsang AM, Switzer P, et al. 2001. The National
Human Activity Pattern Survey (NHAPS): a resource
for assessing exposure to environmental pollutants.
J Expo Anal Environ Epidemiol 11:231–252.
Krieger J, Jacobs DE, Ashley PJ, Baeder A, Chew GL,
Dearborn D, et al. 2010. Housing interventions and
control of asthma-related indoor biologic agents:
a review of the evidence. J Public Health Manag
Pract 16(5 suppl):S11–S20.
Langley SJ, Goldthorpe S, Craven M, Woodcock A,
Custovic A. 2005. Relationship between exposure
to domestic allergens and bronchial hyper
responsiveness in non-sensitised, atopic asthmatic
subjects. Thorax 60:17–21.
Lawson JA, Dosman JA, Rennie DC, Beach JR,
Newman SC, Crowe T, et al. 2012. Endotoxin as
a determinant of asthma and wheeze among
rural dwelling children and adolescents: a
case–control study. BMC Pulm Med 12:56;
doi:10.1186/1471-2466-12-56.
Lawson JA, Dosman JA, Rennie DC, Beach J, Newman

Environmental Health Perspectives •

volume

SC, Senthilselvan A. 2011. Relationship of endotoxin and tobacco smoke exposure to wheeze and
diurnal peak expiratory flow variability in children
and adolescents. Respirology 16:332–339.
Linn WS, Gong H Jr. 1999. The 21st century environment and air quality influences on asthma. Curr
Opin Pulm Med 5:21–26.
Matsui EC, Simons E, Rand C, Butz A, Buckley TJ,
Breysse P, Eggleston PA. 2005. Airborne mouse
allergen in the homes of inner-city children with
asthma. J Allergy Clin Immunol 115:358–363.
Matsumura Y. 2012. Role of allergen sourcederived proteases in sensitization via airway
epithelial cells. J Allergy (Cairo) 2012:903659;
doi:10.1155/2012/903659.
McConnell R, Berhane K, Molitor J, Gilliland F,
Künzli N, Thorne PS, et al. 2006. Dog ownership
enhances symptomatic responses to air pollution
in children with asthma. Environ Health Perspect
114:1910–1915; doi:10.1289/ehp.8548.
McGwin G, Lienert J, Kennedy JI. 2010. Formaldehyde
exposure and asthma in children: a systematic
review. Environ Health Perspect 118:313–317;
doi:10.1289/ehp.0901143.
Mendell MJ. 2007. Indoor residential chemical emissions as risk factors for respiratory and allergic
effects in children: a review. Indoor Air 17:259–277.
Mendell MJ, Mirer AG, Cheung K, Tong M, Douwes J.
2011. Respiratory and allergic health effects of
dampness, mold, and dampness-related agents:
a review of the epidemiologic evidence. Environ
Health Perspect 119:748–756; doi:10.1289/
ehp.1002410.
Michel O, Duchateau J, Sergysels R. 1989. Effect of
inhaled endotoxin on bronchial reactivity in asthmatic and normal subjects. J Appl Physiol (1985)
66:1059–1064.
Michel O, Kips J, Duchateau J, Vertongen F, Robert L,
Collet H, et al. 1996. Severity of asthma is related
to endotoxin in house dust. Am J Respir Crit Care
Med 154:1641–1646.
Morkjaroenpong V, Rand CS, Butz AM, Huss K,
Eggleston P, Malveaux FJ, et al. 2002. Environmental
tobacco smoke exposure and nocturnal symptoms
among inner-city children with asthma. J Allergy
Clin Immunol 110:147–153.
Müller A, Lehmann I, Seiffart A, Diez U, Wetzig H,
Borte M, et al. 2002. Increased incidence of
allergic sensitisation and respiratory diseases due
to mould exposure: results of the Leipzig Allergy
Risk children Study (LARS). Int J Hyg Environ
Health 204:363–365.
Murray CS, Poletti G, Kebadze T, Morris J, Woodcock A,
Johnston SL, et al. 2006. Study of modifiable risk
factors for asthma exacerbations: virus infection
and allergen exposure increase the risk of asthma
hospital admissions in children. Thorax 61:376–382.
Newman RB, Momirova V, Dombrowski MP, Schatz M,
Wise R, Landon M, et al. 2010. The effect of
active and passive household cigarette smoke
exposure on pregnant women with asthma. Chest
137:601–608.
Ng TP, Seet CS, Tan WC, Foo SC. 2001. Nitrogen dioxide
exposure from domestic gas cooking and airway
response in asthmatic women. Thorax 56:596–601.
Nitschke M, Pilotto LS, Attewell RG, Smith BJ,
Pisaniello D, Martin J, et al. 2006. A cohort study
of indoor nitrogen dioxide and house dust mite
exposure in asthmatic children. J Occup Environ
Med 48:462–469.
Norbäck D, Wieslander G, Nordström K, Wålinder R.
2000. Asthma symptoms in relation to measured
building dampness in upper concrete floor
construction, and 2-ethyl-1-hexanol in indoor air.
Int J Tuberc Lung Dis 4:1016–1025.

123 | number 1 | January 2015

Palmer CN, Doney AS, Lee SP, Murrie I, Ismail T,
Macgregor DF, et al. 2006. Glutathione S-transferase
M1 and P1 genotype, passive smoking, and peak
expiratory flow in asthma. Pediatrics 118:710–716.
Peden DB, Setzer RW Jr, Devlin RB. 1995. Ozone
exposure has both a priming effect on allergeninduced responses and an intrinsic inflammatory action in the nasal airways of perennially
allergic asthmatics. Am J Respir Crit Care Med
151:1336–1345.
Perzanowski MS, Divjan A, Mellins RB, Canfield SM,
Rosa MJ, Chew GL, et al. 2010. Exhaled NO among
inner-city children in New York City. J Asthma
47:1015–1021.
Phipatanakul W, Eggleston PA, Wright EC, Wood RA,
National Coooperative Inner-City Asthma Study.
2000. Mouse allergen. II. The relationship of
mouse allergen exposure to mouse sensitization
and asthma morbidity in inner-city children with
asthma. J Allergy Clin Immunol 106:1075–1080.
Pilotto LS, Nitschke M, Smith BJ, Pisaniello D,
Ruffin RE, McElroy HJ, et al. 2004. Randomized
controlled trial of unflued gas heater replacement
on respiratory health of asthmatic schoolchildren.
Int J Epidemiol 33:208–214.
Pongracic JA, O’Connor GT, Muilenberg ML, Vaughn B,
Gold DR, Kattan M, et al. 2010. Differential effects
of outdoor versus indoor fungal spores on asthma
morbidity in inner-city children. J Allergy Clin
Immunol 125:593–599.
Pongracic JA, Visness CM, Gruchalla RS, Evans R III,
Mitchell HE. 2008. Effect of mouse allergen and
rodent environmental intervention on asthma in
inner-city children. Ann Allergy Asthma Immunol
101:35–41.
Rabinovitch N, Liu AH, Zhang L, Rodes CE, Foarde K,
Dutton SJ, et al. 2005. Importance of the personal
endotoxin cloud in school-age children with
asthma. J Allergy Clin Immunol 116:1053–1057.
Rabinovitch N, Strand M, Gelfand EW. 2006.
Particulate levels are associated with early
asthma worsening in children with persistent
disease. Am J Respir Crit Care Med 173:1098–1105.
Rabito FA, Carlson J, Holt EW, Iqbal S, James MA.
2011. Cockroach exposure independent of sensitization status and association with hospitalizations for asthma in inner-city children. Ann Allergy
Asthma Immunol 106:103–109.
Renström A, Olsson M, Hedrén M, Johansson S,
van Hage M. 2011. Pet shop workers: exposure,
sensitization, and work-related symptoms. Allergy
66:1081–1087.
Rimac D, Macan J, Varnai VM, Vucemilo M,
Matkovic K, Prester L, et al. 2010. Exposure to
poultry dust and health effects in poultry workers:
impact of mould and mite allergens. Int Arch
Occup Environ Health 83:9–19.
Rosenstreich DL, Eggleston P, Kattan M, Baker D,
Slavin RG, Gergen P, et al. 1997. The role of cockroach allergy and exposure to cockroach allergen
in causing morbidity among inner-city children
with asthma. N Engl J Med 336:1356–1363.
Rumchev K, Spickett J, Bulsara M, Phillips M, Stick S.
2004. Association of domestic exposure to
volatile organic compounds with asthma in young
children. Thorax 59:746–751.
Salam MT, Islam T, Gilliland FD. 2008. Recent evidence
for adverse effects of residential proximity to traffic
sources on asthma. Curr Opin Pulm Med 14:3–8.
Sauni R, Uitti J, Jauhiainen M, Kreiss K, Sigsgaard T,
Verbeek JH. 2011. Remediating buildings damaged
by dampness and mould for preventing or reducing
respiratory tract symptoms, infections and asthma.
Cochrane Database Syst Rev 7(9):CD007897;
doi:10.1002/14651858.CD007897.pub2.

19

Kanchongkittiphon et al.
Seppänen OA, Fisk WJ, Mendell MJ. 1999. Association
of ventilation rates and CO2 concentrations with
health and other responses in commercial and
institutional buildings. Indoor Air 9:226–252.
Shedd AD, Peters JI, Wood P, Inscore S, Forkner E,
Smith B, et al. 2007. Impact of home environment
characteristics on asthma quality of life and
symptom scores. J Asthma 44:183–187.
Sheppard L, Levy D, Norris G, Larson TV, Koenig JQ.
1999. Effects of ambient air pollution on
nonelderly asthma hospital admissions in Seattle,
Washington, 1987–1994. Epidemiology 10:23–30.
Siebers RW, Crane J. 2011. Does bedding affect the
airway and allergy? Int J Occup Environ Med
2:65–75.
Soussan D, Liard R, Zureik M, Touron D, Rogeaux Y,
Neukirch F. 2003. Treatment compliance, passive
smoking, and asthma control: a three year cohort
study. Arch Dis Child 88:229–233.
Spanier AJ, Hornung RW, Kahn RS, Lierl MB,
Lanphear BP. 2008. Seasonal variation and environmental predictors of exhaled nitric oxide in children
with asthma. Pediatr Pulmonol 43:576–583.
Spanier AJ, Hornung R, Lierl M, Lanphear BP. 2006.
Environmental exposures and exhaled nitric oxide
in children with asthma. J Pediatr 149:220–226.
Spanier AJ, Kahn RS, Hornung RW, Wang N, Sun G,
Lierl MB, et al. 2009. Environmental exposures, nitric
oxide synthase genes, and exhaled nitric oxide in
asthmatic children. Pediatr Pulmonol 44:812–819.
Spira-Cohen A, Chen LC, Kendall M, Lall R, Thurston GD.
2011. Personal exposures to traffic-related air
pollution and acute respiratory health among
Bronx schoolchildren with asthma. Environ Health
Perspect 119:559–565; doi:10.1289/ehp.1002653.
Stark PC, Burge HA, Ryan LM, Milton DK, Gold DR.

20

2003. Fungal levels in the home and lower respiratory tract illnesses in the first year of life. Am J
Respir Crit Care Med 168:232–237.
Stark PC, Celedón JC, Chew GL, Ryan LM, Burge HA,
Muilenberg ML, et al. 2005. Fungal levels in
the home and allergic rhinitis by 5 years of age.
Environ Health Perspect 113:1405–1409; doi:10.1289/
ehp.7844.
Strachan DP, Carey IM. 1995. Home environment
and severe asthma in adolescence: a population
based case-control study. BMJ 311:1053–1056.
Sturm JJ, Yeatts K, Loomis D. 2004. Effects of tobacco
smoke exposure on asthma prevalence and
medical care use in North Carolina middle school
children. Am J Public Health 94:308–313.
Swiderska-Kielbik S, Krakowiak A, Wiszniewska M,
Nowakowska-Swirta E, Walusiak-Skorupa J,
Sliwkiewicz K, et al. 2011. Occupational allergy to
birds within the population of Polish bird keepers
employed in zoo gardens. Int J Occup Med
Environ Health 24:292–303.
Teach SJ, Crain EF, Quint DM, Hylan ML, Joseph JG.
2006. Indoor environmental exposures among
children with asthma seen in an urban emergency
department. Pediatrics 117(4 pt 2):S152–S158.
Thorne PS, Kulhánková K, Yin M, Cohn R, Arbes SJ Jr,
Zeldin DC. 2005. Endotoxin exposure is a risk
factor for asthma: the national survey of endotoxin
in United States housing. Am J Respir Crit Care
Med 172:1371–1377.
Turyk M, Curtis L, Scheff P, Contraras A, Coover L,
Hernandez E, et al. 2006. Environmental allergens
and asthma morbidity in low-income children.
J Asthma 43:453–457.
Vargas PA, Brenner B, Clark S, Boudreaux ED,
Camargo CA Jr. 2007. Exposure to environmental

volume

tobacco smoke among children presenting to
the emergency department with acute asthma: a
multicenter study. Pediatr Pulmonol 42:646–655.
Venn AJ, Cooper M, Antoniak M, Laughlin C, Britton J,
Lewis SA. 2003. Effects of volatile organic
compounds, damp, and other environmental exposures in the home on wheezing illness in children.
Thorax 58:955–960.
Wang HC, McGeady SJ, Yousef E. 2007. Patient, home
residence, and neighborhood characteristics in
pediatric emergency department visits for asthma.
J Asthma 44:95–98.
Wen XJ, Balluz L, Mokdad A. 2009. Do obese adults
have a higher risk of asthma attack when exposed
to indoor mold? A study based on the 2005
Behavioral Risk Factor Surveillance System. Public
Health Rep 124:436–441.
Williamson IJ, Martin CJ, McGill G, Monie RD,
Fennerty AG. 1997. Damp housing and asthma: a
case-control study. Thorax 52:229–234.
World Health Organization. 2009. WHO Guidelines
for Indoor Air Quality: Dampness and Mould.
Bonn:WHO. Available: http://www.euro.who.
int/__data/assets/pdf_file/0017/43325/E92645.pdf
[accessed 8 December 2014].
Wu AC, Lasky-Su J, Rogers CA, Klanderman BJ,
Litonjua AA. 2010. Fungal exposure modulates the
effect of polymorphisms of chitinases on emergency department visits and hospitalizations. Am J
Respir Crit Care Med 182:884–889.
Zeise L, Dunn A. 1999. Health Effects of Exposure to
Environmental Tobacco Smoke: The Report of
the California Environmental Protection Agency.
Smoking and Tobacco Control Monograph No. 10.
NIH Pub. No. 99-4645. Bethesda, MD:National
Institutes of Health, National Cancer Institute.

123 | number 1 | January 2015 • Environmental Health Perspectives

