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Abstract

Derived from the term exposure, the exposome is an omic-scale characteri-
zation of the nongenetic drivers of health and disease. With the genome, it
defines the phenome of an individual. The measurement of complex en-
vironmental factors that exert pressure on our health has not kept pace
with genomics and historically has not provided a similar level of resolu-
tion. Emerging technologies make it possible to obtain detailed information
on drugs, toxicants, pollutants, nutrients, and physical and psychological
stressors on an omic scale. These forces can also be assessed at systems and
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network levels, providing a framework for advances in pharmacology and toxicology. The expo-
some paradigm can improve the analysis of drug interactions and detection of adverse effects of
drugs and toxicants and provide data on biological responses to exposures. The comprehensive
model can provide data at the individual level for precision medicine, group level for clinical trials,
and population level for public health.

INTRODUCTION

“The dose makes the poison,” first coined by the sixteenth-century Swiss physician and chemist
Paracelsus, remains one of the basic principles of toxicology. This maxim states that the toxicity
of a chemical is dependent on its concentration in a biological system, implying that all chemicals
may be toxic if present at high enough levels. Toxicology and pharmacology practices embrace
this concept in traditional toxicity testing, which generally investigates the acute effects of a single
chemical exposure in animal models and in vitro systems.

However, the health effects of a chemical depend on numerous factors beyond dose.
Christopher Wild (1, 2) addressed this issue in 2005 by proposing the concept of the exposome,
a paradigm involving the study of the health effects of cumulative environmental exposures and
concomitant biological responses from conception until death (3, 4). The exposome represents a
shift toward comprehensive exposure assessment: (#) assessing multiple, co-occurring exposures
that may be found atlow concentrations, similar to real-life exposure conditions; (#) understanding
how the interactions of exposures with endogenous processes influence their biological effects; and
(¢) identifying critical windows of exposure over the life course. By taking into account the complex-
ities of chemical exposures and organisms’ unique biochemical makeups that impact metabolism,
the exposome concept will enable a more nuanced understanding of the environmental influences
on human health (5).

Here, we broadly review the exposome and its applications in biomedical research. We posit
that the adoption of the exposome concept in pharmacology and toxicology will enable substan-
tial advancements in the understanding of chemical toxicities and drug responses. Exposome-
based approaches may improve identification of low-frequency exposures as well as detection of
widespread exposures with small effect sizes on health outcomes. We provide a vision for the future
of exposome research and suggest guidelines for the implementation of the exposome concept in
pharmacology and toxicology.

COMPONENTS OF THE EXPOSOME

Exposures

The exposome is composed of the entire set of environmental exposures throughout the life
course. This definition encompasses exposures of all types, ranging from individual-level exposures
that arise from exo- and endogenous processes (e.g., smoking, radiation, diet, physical activity,
infectious agents, psychosocial stress) to general exposures that impact populations (e.g., climate,
air quality, urban environment, social capital) (1-3). Exposures can be monitored externally (i.e.,
measured outside the body) or detected in biosamples for information on an individual’s internal
dose.

Niedzwiecki et al.
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Biological Responses

The original definition of the exposome was refined by Wild (2) and Miller & Jones (3) to include
the concept of biological responses. Biological responses represent physiological alterations that
are induced as the result of environmental exposures, such as metabolic changes, protein modifi-
cations, DNA mutations and adducts, epigenetic alterations, and perturbations of the microbiome
(3). Investigating biological responses to exposures provides a better understanding of toxicity
mechanisms as well as the interindividual variability in susceptibility to toxic insults. Biological
responses can also provide information on transient exposures that cannot be directly measured.

AN ENVIRONMENTAL COMPLEMENT TO THE GENOME

Variance in health outcomes, or phenotypes (P), result from contributions from genetic (G) and
environmental (E) factors (i.e., G + E = P). In this paradigm, G is represented by the genome,
while the exposome, which captures E, can be conceptualized as the environmental analog to G.
While greater attention has been placed on the characterization of the genome, recent evidence
suggests that the contributions of environmental factors may be equally, or more, influential in
determining human health outcomes. For example, a large meta-analysis of 2,748 twin studies
found that the contribution of the environment across thousands of complex human phenotypes
was nearly equal to that of genetics (6), and a study in monozygotic twins found that the average
risk attributable to genetics for 28 chronic diseases was just 19% (range, 3-49%) (7).

Rapid progress in genomics has resulted from the highly organized nature of the field of
genetics and from large-scale initiatives, such as the Human Genome Project (8), that have spurred
discoveries and the development of low-cost, high-throughput sequencing technologies. However,
characterizing the exposome is a far more challenging task. Environmental exposures are dynamic,
varying widely in detection and concentration throughout the life course. Capturing the breadth
of exposures that comprise the exposome requires the integration of data from numerous sources
and platforms. Until recently, progress in understanding E has been hindered by a lack of low-cost,
high-throughput technologies for exposome profiling, but recent advancements in analytical tools
and approaches show promise to enable rapid advancements in the field, as discussed below.

TOOLS TO MONITOR EXOGENOUS EXPOSURES

Measurement of exposures in our surroundings can provide information about the sources and
routes of exposure, address temporal variability of exposure, and provide estimates of historical
exposures (9, 10). Researchers have employed several methods to quantify exogenous exposures,
ranging from the population (measurements, modeling, geographic information systems, remote
sensing) to the individual (questionnaires, measurements) level. Recent technological develop-
ments have enabled more comprehensive measurements of environmental factors for population-
level (e.g., moving from large-spatial scale assessments to hyperlocal maps) and individual-level
[e.g., ecological momentary assessments, sensors, accelerometry, and global positioning system
(GPS) tracking] assessments.

Exogenous Exposure Assessment at the Population Level

The assessment of exogenous exposures at the population level can provide local-scale exposure
estimates over broad geographical areas, enabling large epidemiological investigations that link
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exposures with health outcomes. Generally, population-level exposure assessment relies on the
integration of sensor technologies with mathematical modeling approaches.

Remote sensing. Remote sensing is the science of obtaining information about objects or ar-
eas from a distance, typically from aircraft or satellites. Remote sensing techniques can identify
exposures related to the urban environment, such as air pollution, temperature, and green space
(10). For example, van Donkelaar et al. (11) estimated global fine particulate (PM, 5) concentra-
tions by combining information from three satellites in conjunction with a chemical transport
model and ground-based sun photometer observations. The PM, 5 estimates, predicted at a spa-
tial scale of 1 km x 1 km, corresponded well to available ground-based data (R? = 0.81) (11).
New technologies, such as the TROPOspheric Monitoring Instrument, provide more spatially
and temporally resolved data on air quality in addition to data on specific atmospheric constituents
(e.g., formaldehyde, methane, nitrogen dioxide). Satellites can also estimate the normalized dif-
ference vegetation index, an indicator of green space (12)—which can be integrated with Google
Street View images for a comprehensive assessment of the quality, accessibility, and esthetics of
the urban environment (13)—and outdoor light-at-night exposure (14, 15). While remote sensing
data are increasingly becoming available at higher temporal and spatial resolutions, these measures
do not necessarily translate to exposure at the individual level, necessitating validation and inte-
gration with individual-level information (see the section titled Exogenous Exposure Assessment
at the Individual Level).

Mobile and stationary sensing. External exposure information is often sampled at a limited
number of locations, generally as part of a national measurement network or through study-
specific measurement campaigns. Both approaches have limitations: National networks (e.g., air
pollution) have limited geographical coverage (i.e., in the 60% of the US urban areas with regula-
tory monitoring, there are on average only two to five monitors per million people and 1,000 km?)
(16), while study-specific measurements are usually conducted over a short period (17). To provide
dense spatial information over a long period, one solution is to use distributed sensor networks,
which consist of low-cost sensors deployed in large numbers in urban environments. Examples of
such projects are the 100 x 100 West Oakland Community Air Quality Study, wherein a dense
network of 100 black carbon sensors has been deployed for 100 days, and the AERIAS project
(Eindhoven, The Netherlands), in which a network of 35 air quality sensor boxes has been de-
ployed since 2013. Although the application of such networks is still limited due to the limited
validity of low-cost sensors (18), technological advances to improve the validity and pricing will
result in dense information on air quality, noise, and temperature in urban environments. Mobile
monitoring platforms, which can be equipped with high-grade measurement equipment to cover
a large geographical area, have also been proposed for this purpose (16, 19). Mobile measurement
campaigns have been small, but several recent efforts have started to implement sensors in pro-
fessionally driven fleet vehicles, including trams in Karlsruhe, Germany, and Zurich, Switzerland,
and Google Street View cars in Oakland (16, 20, 21). The latter effort resulted in unprecedented
citywide concentration maps of annual daytime nitrogen monoxide, nitrogen dioxide, and black
carbon at a 30-m spatial scale.

Modeling. The availability of satellite measurement and geospatial information allows for in-
creasingly accurate estimations of population-level exposures. However, such data are often in-
complete in time and space and collected at different geospatial resolutions. As such, modeling
approaches are necessary to concatenate information and to distill stable, long-term spatial pat-
terns from time-resolved data. Empirical and geostatistical models, including land use regression,
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kriging, and maximum entropy models, have been considered and will need further elaboration,
especially as data resolution in time and space increases.

Exogenous Exposure Assessment at the Individual Level

Although population-based estimates are invaluable for epidemiological purposes, individual-level
information is more actionable, can be used for personalized advice, and provides possibilities to re-
late individual external exposure information to internal dose and associated biological responses.
Personal sensors have become more mainstream, for example, in measuring physical activity (e.g.,
Fitbit, Jawbone, etc.). In addition, the ubiquitous presence of smartphones provides new oppor-
tunities for individual measurements of exogenous exposures.

External sensors. A wide range of novel sensor technologies is emerging. Personal location data
can easily be obtained through GPS devices, enabling the integration of exposure maps with loca-
tion tracking for individualized exposure estimates (22). Triaxial accelerometers calculate physical
activity (steps and metabolic equivalents); several research-grade activity devices are available (e.g.,
Actigraph; Intelligent Device for Estimating Energy Expenditure and Activity), but there has been
a recent boom in commercial activity trackers, such as Fitbit, Jawbone, Apple Watch, and Polar,
which have varying degrees of concordance with research-grade trackers (23). Nieuwenhuijsen
etal. (24) reviewed the advances in personal sensing technology for external assessment of a broad
range of environmental exposures, including air pollution, temperature, and green space. While
some devices show promise, the reliability and specificity of low-cost sensors remains a limitation
(18, 23).

Besides active sensors, passive individual dosimeters can also be used for exposure monitoring.
For example, the use of silicone wristbands, which passively sample individual exposures to organic
compounds, can be a useful monitoring technique in large studies and in remote populations (25,
26). After collection, wristbands are analyzed with high-resolution mass spectrometry for a wide
range of chemical compounds, including polycyclic aromatic hydrocarbons (PAHs), pesticides,
phthalates, and industrial compounds. Recent field evaluations found that these wristbands provide
valuable (semiquantitative) information on a variety of chemical compounds, with reasonable
correlations between many chemical (e.g., organophosphate flame retardants) concentrations in
the wristband and in matched urine samples (27-29).

Smartphone-based sensors and assessments. Due to the high penetration rate of smart-
phones (approximately 80% of the US and 65% of the worldwide population), data collection
of external measures via smartphones has become possible. Smartphones can integrate internal
sensors, including accelerometers, GPS, barometers, thermometers, and ambient light sensors
(30, 31); contain functionality, such as a camera and microphone, to record personal exposures,
such as occupational and environmental noise (32); and enable communication-based research
tasks, such as administrating electronic questionnaires and relaying information from other sen-
sors. Context-sensitive ecological momentary assessments, which integrate sensor information
with information collected through short questionnaires on the smartphone, provide new op-
portunities for integrating information on external exposures with data on well-being and health

(33).
Personal sensors. An increasing number of personal sensors are being developed to monitor
heart rate, blood glucose, blood pressure, muscle activity, temperature, and sweat production (34).

Similar to environmental sensors, many are still under development and will require validation
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before implementation in large-scale patient and general population studies. However, maturation
of sensor technology for physiological and contextual data will open up new research possibilities,
especially for integration with external exposure sensor data.

The Future of Exogenous Exposure Monitoring

Opver the last decade, several major technological advances have produced increasingly time-
and spatially resolved information on exogenous exposures. While many of the technologies are
at an early technological readiness level (TRL), some are approaching Levels 4 and 5, which
indicates that these technologies have been validated (TRL4) and demonstrated (TLR5) in relevant
environments (35). Thus, we expect that many of these technologies will be widely applied in
population studies in the near future, allowing improved exposure assessment and linkage to both
internal dose and associated biological responses.

ASSESSING INTERNAL DOSES AND BIOLOGICAL RESPONSES

A critical component of the exposome is linking exogenous exposures to both internal dose (phar-
macokinetics or toxicokinetics) and the associated biological response (pharmacodynamics or tox-
icodynamics). Exposure to environmental chemicals can initiate local and global changes in gene
transcription, enzyme activity, metabolite pathway alterations, and protein synthesis/folding. As
a result, micro- and macroscale interactions occur among these systems that can be characterized
to study dose—response relationships. Measurements can provide information on acute biological
responses that occur at a biologically relevant dose and also on whether long-term alterations
in physiology—that is, markers of exposure memory—have been detected from environmental
stressors occurring years or decades before (36-38).

Since high-dimensional analytical platforms now provide omic-level characterization, applica-
tion of the exposome framework has the potential to provide deeper insight into how environment
influences human health. The following sections describe the use of omic approaches to better
understand the role of exposures in human health, with a specific focus on measuring biological
response. Overall coordination of metabolism and homeostatic control occurs through different
regulatory mechanisms and signaling pathways; dysregulation due to exposure can be measured by
alterations through connected hubs in a biological network (39). Thus, we close with a discussion
of the role of multi-omic approaches in the exposome framework.

Metabolomics

The metabolome includes all low molecular weight (<2,000 Da) chemicals present in a living sys-
tem and represents a functional output of genetic disposition, environment, diet, and health, and
it was recently estimated that the collective spectrum of chemicals in the human metabolome may
include 1 million or more compounds (40). Current approaches, which are based on untargeted
analyses using high-resolution mass spectrometry with advanced data extraction and annotation
algorithms, allow measurement of more than 20,000 chemical signals in biological samples, span-
ning endogenous metabolites, dietary chemicals, microbiome-derived metabolites, environmental
chemicals, commercial products, and drugs (41-43). Because endo- and exogenous chemicals are
simultaneously detected, metabolomics provides an integrated measurement to link exposure to
internal dose, biological response, and disease pathobiology (44-46). By not limiting detected
analytes to those selected a priori, untargeted metabolomics greatly expands surveillance of en-
vironmental chemicals, detection of new xenobiotic metabolites, and identification of previously
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uncharacterized pollutants (47-51). Curation of metabolomics data to provide confirmed identi-
fication of the chemicals associated with the mass spectral features represents a critical research
need. Despite this limitation, the unbiased and global characterization of metabolic responses
enables the generation of new hypotheses for delineating toxicological mechanisms underlying
chemical exposures in model systems (52-58) and humans (59-70). These advantages combined
with its relatively high throughput and low cost have poised metabolomics to be a key analytical
platform for the exposome.

Transcriptomics

Gene expression is the process whereby the genetic code is transcribed to RNA, which is used
to initiate and direct protein synthesis. Regulation occurs through a complex series of interac-
tions that controls the amount of RNA and protein produced. Thus, gene expression changes
due to the exposome can reflect underlying changes that lead to functional alterations in the pro-
teome and metabolome, providing a direct link between exposure and phenotype. Chemical expo-
sures have been linked to distinct gene expression profiles in humans and in model systems (71).
Transcriptomic analyses of exposure to environmental chemicals have primarily used DNA mi-
croarray hybridization, which utilizes 40,000-50,000 molecular probes (72-76). Next-generation
sequencing (e.g., RNA-Seq), which has recently become widely available, allows measurement
of messenger RNAs, microRNAs, small interfering RNAs, and long noncoding RNAs, provid-
ing new insight into gene expression changes associated with chemical exposures (77-80). The
availability of databases, such as the Comparative Toxicogenomics Database, that contain cu-
rated information on chemical, gene, phenotype, and disease relationships (81) greatly enhances
the biological interpretation of transcriptomics within the exposome framework. The biological
information from these databases provides a basis to compare mechanisms identified in model sys-
tems and changes observed in human populations, which can be used to define chemical-specific
profiles.

Proteomics

The measurement of proteins to assess signaling, inflammation, oxidative stress, and tissue damage
is well established in clinical settings, epidemiology, toxicology, and pharmacology. While gene
expression provides insight into mechanisms underlying protein synthesis, the measure of protein
levels and post-translational modifications provides a more direct measure of functional changes.
Targeted measurement of a limited number of proteins is typically completed using enzyme-
linked immunosorbent assays, but new multiplexed, bead-based assays can measure more than 50
proteins using a small amount of biological material (82, 83). In humans, proteomic studies have
identified immune- and inflammation-related proteins associated with exposure to diesel exhaust
(84, 85) and PAHs (86). Continued development of multiplexed proteomics has considerable
potential for characterizing biological responses. Untargeted proteomics via high-resolution mass
spectrometry has expanded the understanding of protein and gene function (87), though traditional
untargeted proteomics is challenging due to the difficulties of detecting low-abundance proteins
in serum. Protein adductomics has emerged as a key technology for assessing chemical exposure
to reactive electrophiles, reactive oxygen species, and lipid peroxidation products (88). Current
adductomic platforms enable the measurement of more than 100 human serum albumin adducts
at the nucleophilic locus Cys34, which have been used to assess exposure to lifestyle factors, indoor
stove smoke, and ambient air pollution (89-91).
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Epigenomics

Gene expression is modified through epigenetic changes that alter the genome without chang-
ing the underlying DNA sequence. These changes, which occur through DNA methylation (or
related processes) or histone modifications, result in long-term changes to gene expression that
can persist during cell division and be inherited by subsequent generations. Stressors, includ-
ing chemical exposures, injury, disease, and infection, can lead to distinct epigenetic signatures
that remain long after the initial event (92); epigenomics is a key approach to evaluate exposure
history and allostatic load (36, 93). In human cells, methylation of DNA occurs at the CpG din-
ucleotides in the cytosine C5 position. While tens of millions of CpG sites are present within
the human genome, current high-throughput assays based on massively parallel sequencing of
DNA with bisulfite conversions provide measures of up to 850,000 CpG sites. Epigenome-
wide association studies have found distinct methylation patterns associated with chemical ex-
posures, providing insight into mechanisms underlying biological responses and disease (94-100).
While epigenomics studies have largely focused on single or easy-to-characterize exposures, ap-
plication within the exposome framework will provide insight into the interactions between the
genome and proteome and characterize long-term and generational changes due to environmental
exposures.

Multi-Omic Assessment of the Exposome

The availability of omic-level data to assess biological responses allows new opportunities to
understand environmental influences on human health. By integrating response measures from
metabolomics, proteomics, transcriptomics, and epigenomics, it is possible to develop a systems
biology-level understanding of how exposures influence critical biochemical processes. Aggre-
gated biological response patterns, which combine toxicology and pharmacology with molecular
and environmental epidemiology, represent a new paradigm to delineate mechanisms underlying
chemical toxicology (Figure 1). In a study of occupational exposure to the volatile organic chemi-
cal trichloroethylene (TCE), integration of untargeted metabolomics with established biomarkers
of immune function and renal damage identified unknown metabolites of TCE associated with
biological response, which was not found using traditional urinary TCE biomarkers (101). This
demonstrates how a limited number of biological response markers can provide insight into the
biological changes from chemical exposures. Continued development of statistical approaches to
identify interactions among biological response networks (102, 103) and the application of multi-
omic approaches to characterize human exposures in cohort studies (104, 105) will spur discoveries
in the coming years.

HANDLING EXPOSOME-SCALE DATA

From a practical point of view, exposome data can be classified into two categories: exogenous
data compiling heterogeneous measurements of stressors occurring outside the body, including
environmental exposures, behavioral and socio-economic factors, and high-throughput molecular
(omics) data essential to the characterization of internal doses and biological responses. As such,
exposome data are diverse in nature, and the strength and complexity of the correlation structures
across the variables are different (106, 107). Most omics data—and to a lesser extent, exogenous
exposure data—share a high-dimensional nature in which the number of variables is large and can
exceed the number of observations 7. Several approaches have been proposed to accommodate
this situation and have been reviewed previously (108-110).
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Figure 1

The exposome as an analytical framework linking exposures to outcomes. The exposome attempts to measure, integrate, and interpret
the complex exposures faced throughout the life course. Further, the exposome measures how these complex exposures impact our
biological systems and provides a connection to health and disease outcomes. Head MRI image adapted from Pixabay
(https://pixabay.com/en/head-magnetic-resonance-imaging-mrt-254866/), CCO.

Univariate Methods

Univariate approaches separately assess the association between each variable in the predictor
matrix (exposures or omics data) and the outcome of interest, which are coupled with multiple
testing-correction strategies via controlling the family-wise error rate or the false discovery rate.
Due to the correlation across predictors, the same information is, at least partially, tested several
times across the p-tests actually performed. To avoid overly conservative corrections that hamper
statistical power, it is warranted to define the effective number of tests performed across the actual
p-tests, for example, through eigen decomposition (111) or resampling (106, 112, 113) techniques.

Dimensionality Reduction

Owing to the complex effects of exposures, there is a need to jointly model omics or exposome
data in relation to the outcome. Dimensionality reduction techniques build on the correlation
within the data to summarize lower dimensions at the cost of a minimal loss of information.
The resulting latent variables (components) can be constructed in an unsupervised manner [e.g.,
through principal component analysis (PCA)] to identify the fewest components that minimally
distort the original dataset. Plugging these components into regression models evaluates how the
main drivers of the variation in the original data are related to the outcome. Supervised alternatives
[e.g., partial least square models (PLS) (114)] directly construct latent variables, capturing the
maximal variation in the predictors relevant to the outcome.

Variable Selection

Variable selection approaches identify a sparse subset of predictors most relevant to the outcome.
Variable selection is achieved in a regression framework through the use of a penalty imposing
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a constraint on the estimates of the regression coefficients. The least absolute shrinkage and
selection operator (LASSO) (115) and elastic net (116) perform variable selection by shrinking the
regression coefficients of the least influential variables to zero. The penalization principle can also
provide shrunken loadings coefficients in PCA [sparse PCA (117)] and PLS [sparse PLS (118)].
Bayesian methods for variable selection, which generally rely on the estimation of the posterior
distribution of a binary p-dimensional vector defining the model space, have also been proposed.
Several algorithms have been developed to search in the vast (2? dimensional) model space to scale
to full-resolution omics data (119-122).

Mixtures

Combinations of exposures may have different, and possibly stronger, effects than the effect of
each exposure separately. This warrants modeling the effect of exposure mixtures, notably by
considering interactions among exposures (123-125). However, these approaches rely on strong
assumptions in the number, order, and parametric form of these interactions. Such assumptions
are challenging for exposome data, wherein some effective exposures are not measurable or are un-
known. A two-stage strategy has recently been proposed to explore exposure mixtures to () identify
exposures of interest and (b) fully investigate their potential interactions (124, 126). However, this
approach assumes that exposures active in a mixture could be detected based on their marginal
effects. To better capture the complexity of the exposure mix, including potential (unmodeled)
interactions, and better account for multivariate/pleiotropic effects, models accommodating mul-
tivariate exposures and responses, such as PLS, have been proposed (127).

Functional Characterization

Exploring the biological effects of the exposome depends on the functional characterization of
identified exposome-related molecular alterations. Because the regulation of cellular metabolism
involves multiple types of molecules interacting in complex cascades, data from exposome profiling
should be complemented with an investigation of the biological pathways affected by the identi-
fied molecular signals. Ontology-based tools interrogating existing databases are rich sources of
information to identify biological pathways corresponding to candidate biomarkers. These tools
are established for gene expression data (128-130) and full-resolution mass spectrometry profiles
(131). For omics platforms lacking ontology tools, biological interpretation can be informed by
linking these platforms to other omics data whose functional role is better characterized. Inte-
grative analyses can be performed with univariate models that assess pairwise associations across
biomarkers from different platforms (132).

Data Integration

To capture the complexity of multi-omic correlations, it is necessary to explore long-distance re-
lationships using dimensionality reduction techniques and variable selection approaches. Sparsity
is essential to ensure results interpretation but may not be sufficient to ensure a detailed under-
standing of the complex patterns exhibited by omics data integration. The incorporation of prior
knowledge on functionally relevant structures can improve the interpretability of results and be
used as a grouping factor in sparse statistical models. Resulting (sparse) group LASSO (133) and
(sparse) group PLS (134) select the most relevant set of (predefined) groups and can identify the
most influential markers within each group.
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Networks

Omics profiling and integration approaches produce prioritized lists of (multi-)omic markers that
jointly reflect the molecular effects of the exposome. Exploring their interconnections via network
topologies provides insight into their modes of action. Network modeling relies on pairwise
correlations and the selection of influential edges (e.g., significance assessment via permutations
or stability analyses). When sparsity is imposed on the network topology, modules may emerge
that identify sets of multi-omic markers that are functionally close, facilitating their functional
interpretation. Supervised alternatives, as defined by differential networks (135-137), will account
for differences in subpopulations by linking two nodes if their relationships differ across two
populations (e.g., cases and controls).

Longitudinal Analyses

Longitudinal data are key for identifying causal relationships and enable explicit modeling of
the processes linking exposures and biological responses. For repeated exposome or omics mea-
surements, analyzing trajectories through classification methods [e.g., sequence analyses (138),
time warping algorithms] assesses autocorrelation across observations to identify time-resolved
patterns characteristic of life stages of higher susceptibility to exposure and/or disease. Dynamic
approaches, including multistate models, which are defined by a set of ordered states (compart-
ments) reflecting the evolution of the individual state, and estimated transition probabilities, ensure
the best reconstruction of the individual trajectories (139). Integrating biomarkers in these mod-
els may help identify the step(s) of the pathological pathways on which they exert effects, further
elucidating their functional roles.

Computing Solutions for Exposome Data

The analysis and integration of complex, high-dimensional exposome data representa considerable
computational burden. These challenges call for optimized implementations and the development
of publicly accessible databases, which could be efficiently handled by cloud-based computing.
Many methods, such as univariate approaches, can be parallelized and would directly benefit from
shared computing. Computational optimization of multivariate approaches and network inference
can be achieved by parallelizing calibration procedures and/or stability analyses.

INCORPORATING THE EXPOSOME IN PHARMACOLOGY
AND TOXICOLOGY

The broad purview of the exposome captures many of the molecular- and systems-based pathways
and networks generally included in the analysis of the effects of drugs and toxicants.

The comprehensive chemical profiling inherent within the exposome paradigm could improve
the assessment of adverse drug interactions. With thousands of drugs now detectable in single
mass spectrometry-based assays, it will be possible to test the internal dose of multiple compounds
and their metabolites. This platform has been adopted in drug testing programs for athletics
(140), and the same approach could be used to test for possible dangerous interactions among
pharmaceuticals, recreational drugs, dietary factors, supplements, and other chemical exposures
in clinical populations. This approach could be especially helpful for conditions that require drug
cocktails or in patients with multiple conditions whose combined treatment results in an unplanned
drug cocktail. An exposome-level analysis not only provides the concentrations of the potential
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exposures/drugs but also provides complementary information on key biological pathways and
networks altered by the administered compounds.

Interindividual variability is recognized and appreciated among the pharmacology and toxicol-
ogy community. The field of pharmacogenomics has helped tailor treatments to individuals with
particular enzymatic profiles that influence drug metabolism. The exposome could provide more
precision to this approach by providing information on dietary and lifestyle factors that impact
drug responsiveness. The field has long recognized that many dietary factors induce cytochrome
p450 enzymes, and an exposome approach could help capture the network state of an individ-
ual’s metabolism. An omic-level assessment of metabolites via metabolomics could help identify
adverse biological effects prior to the onset of symptoms. For example, when treating a patient
with asthma, information on an individual’s exposures to a wide range of potential triggers (e.g.,
pet dander, particulate matter, other allergens) would be extremely beneficial for determining a
personalized treatment plan. This is precisely the type of comprehensive approach the exposome
provides.

While mechanistic studies have historically taken a reductionist approach to determine precise
modes of action, the field of pharmacogenetics must embrace the fact that humans are rarely ex-
posed to single chemicals. Humans are subjected to chemical mixtures and the exposome provides
a means to measure these exposures and assess their biological impacts. However, assessing the
effects of complex mixtures presents numerous challenges, especially in the regulatory toxicology
arena, which plays an importantrole in the drug and productapproval process. The field has moved
away from the analysis of single targets toward the analyses of adverse outcomes at a pathway level.
Namely, the adverse outcome pathway (AOP) framework recognizes that many chemicals con-
verge on similar biological pathways, thus assessing risk by examining disrupted pathways may
be more informative than looking at single targets (141, 142). As the AOP framework advances,
it is clear that targeted pathways are, in reality, networks that mirror findings from omic-scale
biology. Thus, the exposome is entirely consistent with the move toward studying adverse events
at pathway and network levels.

FROM PRECISION MEDICINE TO POPULATION-BASED
PUBLIC HEALTH

Traditionally, clinical practice has focused on treating disease phenotypes. However, the develop-
ment of platforms for comprehensive patient characterization as well as computational tools for
identifying patterns linked to disease show promise for personalized medicine, wherein prevention
and treatment strategies are based on an individual’s unique characteristics (143). To date, preci-
sion medicine approaches have focused on genomics to identify variants associated with disease
risk and pharmacogenomics for determining responders/nonresponders to treatment strategies.
Currently, there are genetic tests for over 2,000 clinical conditions, and this number is expected
to increase as genetic testing becomes cheaper and more readily available (144).

In the United States, over 85,000 chemicals are registered with the EPA for manufacture, im-
port, and use in commercial products. Additionally, approximately 40,000 pesticide formulations,
100,000 dietary phytochemicals, and 5,000 other chemicals are approved for use as inert ingredi-
ents and 7,500 compounds are registered by the US Food and Drug Administration as drugs or
food additives. An individual’s history of these exposures over a lifetime—that is, their chemical
experience—may contribute directly to phenotype and health. In almost all cases, limited infor-
mation is available about these chemicals in terms of their distributions across populations, the
health effects of low-level exposures, and the influence of complex mixtures encountered in real-
world scenarios. The adequate characterization of an individual’s chemical burden will require the
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ability to measure upwards of 1 million chemicals routinely across the lifespan in a cost-effective
and efficient manner (40). This need crystallizes a grand challenge for analytical chemistry, clinical
science, precision medicine, epidemiology, toxicology, and exposure science.

Approaches for measuring individual exposures include varying levels of uncertainty. For ex-
ample, studies have employed heuristic models calibrated to chemical biomonitoring surveys
to prioritize toxicity screening (145); geospatial models calibrated using mobile, stationary, and
remote-sensing techniques to predict respiratory exposures (146, 147); recall surveys to estimate
dietary exposures and their links to disease (148); ambient exposure measurements to provide es-
timates of exposure to large groups; and breathing zone samplers to estimate exposure over short-
and long-term periods (149, 150). In all cases, these approaches provide generalized estimates and
do not assess internal exposure or biological relevance. Targeted biomonitoring assesses expo-
sure biomarkers in biological samples to estimate body burden of previously identified chemicals.
While biomonitoring has proven invaluable, chemical coverage is limited. For example, the Na-
tional Health and Nutritional Examination Survey applies targeted biomonitoring approaches to
measure 212 chemicals in a cross-section of the US population, which represents only 0.02% of
the 1 million chemicals that may comprise the human exposome. Thus, the ability to assess expo-
sures on this magnitude far exceeds the capability of targeted platforms, and advanced chemical
profiling techniques are required.

High-resolution metabolomics (HRM), which uses gas or liquid chromatography with
ultrahigh-accuracy mass spectrometry, is the most promising analytical technology for an ex-
posome platform for precision medicine (41, 45, 55, 151-153). Due to increases in scan speed and
data extraction algorithms, modern instruments are capable of detecting 20,000-100,000 unique
chemical signals in small volumes (<150 pL). Including triplicate injections improves reliabil-
ity of peak detection when studying exposures that occur in a small subset of the population.
Combined with a technique known as reference standardization, HRM can determine absolute
concentrations of biomarkers for the assessment of potential risks from exposures (153).

Additionally, HRM is cost-effective relative to other biomonitoring platforms (45). Further
cost reduction is possible through focused analysis of high-abundance metabolites and exposure
markers. HRM reliably detects approximately 1,000 common, endogenous metabolites, com-
mercial products, and drug metabolites with coefficient of variation (CV) less than 10% (41, 151,
153-155). By limiting detection to chemical signals with low CVs, reducing runtimes, and employ-
ing automation, samples could theoretically be processed with a throughput of 500 samples/day
(125,000 samples/instrument-year) at a cost of $5 per sample. In addition, minimally invasive
sampling systems could simplify biosample collection (156; P. Samant, M.M. Niedzwiecki, N.
Raviele, V. Tran, D.I. Walker, et al., submitted manuscript). Thus, sufficient chemical coverage
for the purposes of precision medicine and the detection of environmental exposures and related
bioeffects could be obtained at a low cost with available technology. The cost and throughput of
exposome profiling by HRM could enable regular internal exposure assessment, possibly through
a direct-to-consumer product and/or as part of an annual health checkup. This information will
not only provide important insight into the role of environment in human health but also a crit-
ical public health tool for environmental chemical surveillance and hazard identification, linking
precision medicine to improved population health.

CONCLUSIONS

The exposome paradigm embraces cutting-edge technologies that strive to capture every chem-
ical entity to which we are exposed, moving far beyond a targeted list of compounds measured
by traditional methods. Although molecular interactions are already critical in pharmacology and
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toxicology, systems biology and networks play increasingly important roles in both fields. The
exposome paradigm can help provide systems-level analysis to better understand interactions such
as drug—drug, drug—supplement, drug—dietary factors, and drug—chemical exposures or combina-
torial interactions thereof. Further, the exposome provides concepts and tools that complement
traditional approaches in pharmacology and toxicology and should lead to a better understanding
of the complex environmental factors that influence the response to drugs and toxicants.

DISCLOSURE STATEMENT
G.W.M. receives royalties for his book The Exposome: A Primer (4).

ACKNOWLEDGMENTS

This work was supported by grants P30 ES019776, P30 ES023515, U2C ES026560, and T32
ES012870-13 from the National Institutes of Health. M.C.-H. acknowledges support from Cancer
Research UK, Population Research Committee Project grant (“Mechanomics” project 22184).

LITERATURE CITED

1. Wild CP. 2005. Complementing the genome with an “exposome”: the outstanding challenge of environ-
mental exposure measurement in molecular epidemiology. Cancer Epidemiol. Biomark. Prev. 14:1847-50
2. Wild CP. 2012. The exposome: from concept to utility. Int. 7. Epidemiol. 41:24-32
3. Miller GW, Jones DP. 2014. The nature of nurture: refining the definition of the exposome. Toxicol. Sci.
137:1-2
4. Miller GW. 2014. The Exposome: A Primer. Waltham, MA: Academic Press
5. Niedzwiecki MM, Miller GW. 2017. The exposome paradigm in human health: lessons from the Emory
Exposome Summer Course. Environ. Health Perspect. 125:064502
6. Polderman TJ, Benyamin B, de Leeuw CA, Sullivan PF, van Bochoven A, et al. 2015. Meta-analysis of
the heritability of human traits based on fifty years of twin studies. Nat. Genet. 47:702-9
7. Rappaport SM. 2016. Genetic factors are not the major causes of chronic diseases. PLOS ONE
11:¢0154387
8. Lander ES, Linton LM, Birren B, Nusbaum C, Zody MC, et al. 2001. Initial sequencing and analysis of
the human genome. Nature 409:860-921
9. Brunekreef B. 2013. Exposure science, the exposome, and public health. Environ. Mol. Mutagen. 54:596—
98
10. Turner MC, Nieuwenhuijsen M, Anderson K, Balshaw D, Cui Y, et al. 2017. Assessing the exposome
with external measures: commentary on the state of the science and research recommendations. Annu.
Rev. Public Health 38:215-39
11. van Donkelaar A, Martin RV, Brauer M, Kahn R, Levy R, et al. 2010. Global estimates of ambient fine
particulate matter concentrations from satellite-based aerosol optical depth: development and applica-
tion. Environ. Health Perspect. 118:847-55
12. Markevych I, Schoierer J, Hartig T, Chudnovsky A, Hystad P, et al. 2017. Exploring pathways linking
greenspace to health: theoretical and methodological guidance. Environ. Res. 158:301-17
13. Larkin A, Hystad P. 2018. Evaluating street view exposure measures of visible green space for health
research. 7. Expo. Sci. Environ. Epidemiol. In press. https://doi.org/10.1038/s41370-018-0017-1
14. Kloog I, Haim A, Stevens RG, Barchana M, Portnov BA. 2008. Light at night co-distributes with incident
breast but not lung cancer in the female population of Israel. Chronobiol. Int. 25:65-81
15. Rybnikova NA, Haim A, Portnov BA. 2016. Does artificial light-at-night exposure contribute to the
worldwide obesity pandemic? Int. 7. Obes. 40:815-23
16. Apte JS, Messier KP, Gani S, Brauer M, Kirchstetter TW, et al. 2017. High-resolution air pollution
mapping with Google Street View cars: exploiting big data. Environ. Sci. Technol. 51:6999-7008

Niedzwiecki et al.


https://doi.org/10.1038/s41370-018-0017-1

Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.
37.

38.

Pedersen M, Andersen Z], Stafoggia M, Weinmayr G, Galassi C, et al. 2017. Ambient air pollution
and primary liver cancer incidence in four European cohorts within the ESCAPE project. Environ. Res.
154:226-33

Curto A, Donaire-Gonzalez D, Barrera-Gomez J, Marshall JD, Nieuwenhuijsen M], et al. 2018.
Performance of low-cost monitors to assess household air pollution. Environ. Res. 163:53-63
Kerckhoffs J, Hoek G, Vlaanderen J, van Nunen E, Messier K, et al. 2017. Robustness of intra urban
land-use regression models for ultrafine particles and black carbon based on mobile monitoring. Environ.
Res. 159:500-8

Hagemann R, Corsmeier U, Kottmeier C, Rinke R, Wieser A, Vogel B. 2014. Spatial variability of
particle number concentrations and NOx in the Karlsruhe (Germany) area obtained with the mobile
laboratory ‘AERO-TRAM.” Atmos. Environ. 94:341-52

Hasenfratz D, Saukh O, Walser C, Hueglin C, Fierz M, et al. 2015. Deriving high-resolution urban air
pollution maps using mobile sensor nodes. Pervasive Mob. Comput. 16(Part B):268-85

Asimina S, Chapizanis D, Karakitsios S, Kontoroupis P, Asimakopoulos DN, et al. 2018. Assessing and
enhancing the utility of low-cost activity and location sensors for exposure studies. Environ. Monit. Assess.
190:155

Loh M, Sarigiannis D, Gotti A, Karakitsios S, Pronk A, et al. 2017. How sensors might help define the
external exposome. Int. 7. Environ. Res. Public Health 14:434

Nieuwenhuijsen MJ, Donaire-Gonzalez D, Foraster M, Martinez D, Cisneros A. 2014. Using personal
sensors to assess the exposome and acute health effects. Int. 7. Environ. Res. Public Health 11:7805-19
O’Connell SG, Kincl LD, Anderson KA. 2014. Silicone wristbands as personal passive samplers. Environ.
Sci. Technol. 48:3327-35

Bergmann AJ, North PE, Vasquez L, Bello H, Del Carmen Gastanaga Ruiz M, Anderson KA. 2017.
Multi-class chemical exposure in rural Peru using silicone wristbands. 7. Expo. Sci. Environ. Epidemtiol.
27:560-68

Donald CE, Scott RP, Blaustein KL, Halbleib ML, Sarr M, et al. 2016. Silicone wristbands detect
individuals’ pesticide exposures in West Africa. R. Soc. Open. Sci. 3:160433

Hammel SC, Hoffman K, Webster TF, Anderson KA, Stapleton HM. 2016. Measuring personal exposure
to organophosphate flame retardants using silicone wristbands and hand wipes. Environ. Sci. Technol.
50:4483-91

Kile ML, Scott RP, O’Connell SG, Lipscomb S, MacDonald M, et al. 2016. Using silicone wristbands
to evaluate preschool children’s exposure to flame retardants. Environ. Res. 147:365-72

Vineis P, Chadeau-Hyam M, Gmuender H, Gulliver J, Herceg Z, et al. 2016. The exposome in practice:
design of the EXPOsOMICS project. Int. J. Hyg. Environ. Health 220:142-51

Turner MC, Vineis P, Seleiro E, Dijmarescu M, Balshaw D, et al. 2018. EXPOsOMICS: final policy
workshop and stakeholder consultation. BMC Public Health 18:260

Murphy E, King EA. 2016. Smartphone-based noise mapping: integrating sound level meter app data
into the strategic noise mapping process. Sci. Total Environ. 562:852-59

van Wel L, Huss A, Bachmann P, Zahner M, Kromhout H, et al. 2017. Context-sensitive ecological mo-
mentary assessments; integrating real-time exposure measurements, data-analytics and health assessment
using a smartphone application. Environ. Int. 103:8-12

Smolders R, De Boever P. 2014. Perspectives for environment and health research in Horizon 2020:
dark ages or golden era? Int. 7. Hyg. Environ. Health 217:891-96

EARTO (Eur. Assoc. Res. Technol. Organ.). 2014. The TRL scale as a research & innovation policy
tool, EARTO recommendations. Rep., Eur. Assoc. Res. Technol. Organ., Brussels, Belg. http://www.
earto.eu/fileadmin/content/03_Publications/The_TRL_Scale_as_a_R_I_Policy_Tool - EARTO_
Recommendations_-_Final.pdf

Go YM, Jones DP. 2016. Exposure memory and lung regeneration. Ann. Am. Thorac. Soc. 13:5452-61
Jeanneret F, Boccard J, Badoud F, Sorg O, Tonoli D, et al. 2014. Human urinary biomarkers of dioxin
exposure: analysis by metabolomics and biologically driven data dimensionality reduction. Toxicol. Lett.
230:234-43

Weinhold B. 2006. Epigenetics: the science of change. Environ. Health Perspect. 114:A160-67

www.annualreviews.org o The Exposome: Molecules to Populations


http://www.earto.eu/fileadmin/content/03_Publications/The_TRL_Scale_as_a_R_I_Policy_Tool_-_EARTO_Recommendations_-_Final.pdf
http://www.earto.eu/fileadmin/content/03_Publications/The_TRL_Scale_as_a_R_I_Policy_Tool_-_EARTO_Recommendations_-_Final.pdf
http://www.earto.eu/fileadmin/content/03_Publications/The_TRL_Scale_as_a_R_I_Policy_Tool_-_EARTO_Recommendations_-_Final.pdf

Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

I22

39.
40.

41.
42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Albert R. 2005. Scale-free networks in cell biology. 7. Cell Sci. 118:4947-57

Uppal K, Walker DI, Liu K, Li S, Go YM, Jones DP. 2016. Computational metabolomics: a framework
for the million metabolome. Cherm. Res. Toxicol. 29:1956-75

Jones DP. 2016. Sequencing the exposome: a call to action. Toxicol. Rep. 3:29-45

Liu KH, Walker DI, Uppal K, Tran V, Rohrbeck P, et al. 2016. High-resolution metabolomics assess-
ment of military personnel: evaluating analytical strategies for chemical detection. 7. Occup. Environ.
Med. 58:S53-61

Petrick L, Edmands W, Schiffman C, Grigoryan H, Perttula K, etal. 2017. An untargeted metabolomics
method for archived newborn dried blood spots in epidemiologic studies. Metabolomics 13:27

Park YH, Lee K, Soltow QA, Strobel FH, Brigham KL, et al. 2012. High-performance metabolic
profiling of plasma from seven mammalian species for simultaneous environmental chemical surveillance
and bioeffect monitoring. Toxicology 295:47-55

Walker DI, Mallon CT, Hopke PK, Uppal K, Go YM, et al. 2016. Deployment-associated exposure
surveillance with high-resolution metabolomics. 7. Occup. Environ. Med. 58:S12-21

Bonvallot N, Tremblay-Franco M, Chevrier C, Canlet C, Debrauwer L, et al. 2014. Potential input from
metabolomics for exploring and understanding the links between environment and health. 7. Toxicol.
Environ. Health B 17:21-44

Rager JE, Strynar MJ, Liang S, McMahen RL, Richard AM, et al. 2016. Linking high resolution mass
spectrometry data with exposure and toxicity forecasts to advance high-throughput environmental mon-
itoring. Environ. Int. 88:269-80

Jamin EL, Bonvallot N, Tremblay-Franco M, Cravedi JP, Chevrier C, et al. 2014. Untargeted profiling
of pesticide metabolites by LC-HRMS: an exposomics tool for human exposure evaluation. Anal. Bioanal.
Chem. 406:1149-61

Roca M, Leon N, Pastor A, Yusa V. 2014. Comprehensive analytical strategy for biomonitoring of
pesticides in urine by liquid chromatography—orbitrap high resolution mass spectrometry. 7. Chromatogr.
A 1374:66-76

Bessonneau V, Pawliszyn ], Rappaport SM. 2017. The saliva exposome for monitoring of individuals’
health trajectories. Environ. Health Perspect. 125:077014

Bonvallot N, Tremblay-Franco M, Chevrier C, Canlet C, Warembourg C, et al. 2013. Metabolomics
tools for describing complex pesticide exposure in pregnant women in Brittany (France). PLOS ONE
8:64433

Houten SM, Chen J, Belpoggi F, Manservisi F, Sanchez-Guijo A, etal. 2016. Changes in the metabolome
in response to low-dose exposure to environmental chemicals used in personal care products during
different windows of susceptibility. PLOS ONE 11:¢0159919

Wagner ND, Simpson AJ, Simpson MJ. 2017. Metabolomic responses to sublethal contaminant exposure
in neonate and adult Daphnia magna. Environ. Toxicol. Chem. 36:938-46

Dong X, Zhang Y, Dong J, Zhao Y, Guo J, etal. 2017. Urinary metabolomic profiling in rats exposed to
dietary di(2-ethylhexyl) phthalate (DEHP) using ultra-performance liquid chromatography quadrupole
time-of-flight tandem mass spectrometry (UPLC/Q-TOF-MS). Environ. Sci. Pollut. Res. Int. 24:16659—
72

Warth B, Spangler S, Fang M, Johnson CH, Forsberg EM, et al. 2017. Exposome-scale investigations
guided by global metabolomics, pathway analysis, and cognitive computing. Anal. Chem. 89:11505-13
Szabo DT, Pathmasiri W, Sumner S, Birnbaum LS. 2017. Serum metabolomic profiles in neonatal
mice following oral brominated flame retardant exposures to hexabromocyclododecane (HBCD) alpha,
gamma, and commercial mixture. Environ. Health Perspect. 125:651-59

Kakizuka S, Takeda T, Komiya Y, Koba A, Uchi H, etal. 2015. Dioxin-produced alteration in the profiles
of fecal and urinary metabolomes: a change in bile acids and its relevance to toxicity. Biol. Pharm. Bull.
38:1484-95

Zhang L, Hatzakis E, Nichols RG, Hao R, Correll J, et al. 2015. Metabolomics reveals that aryl hydro-
carbon receptor activation by environmental chemicals induces systemic metabolic dysfunction in mice.
Environ. Sci. Technol. 49:8067-77

Walker DI, Pennell KD, Uppal K, Xia X, Hopke PK, et al. 2016. Pilot metabolome-wide association
study of benzo(a)pyrene in serum from military personnel. 7. Occup. Environ. Med. 58:544-52

Niedzwiecki et al.



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

Breitner S, Schneider A, Devlin RB, Ward-Caviness CK, Diaz-Sanchez D, et al. 2016. Associations
among plasma metabolite levels and short-term exposure to PM2.5 and ozone in a cardiac catheterization
cohort. Environ. Int. 97:76-84

Wang Z, Zheng Y, Zhao B, Zhang Y, Liu Z, et al. 2015. Human metabolic responses to chronic en-
vironmental polycyclic aromatic hydrocarbon exposure by a metabolomic approach. 7. Proteome Res.
14:2583-93

Dudka I, Kossowska B, Senhadri H, Latajka R, Hajek J, et al. 2014. Metabonomic analysis of serum
of workers occupationally exposed to arsenic, cadmium and lead for biomarker research: a preliminary
study. Environ. Int. 68:71-81

Carrizo D, Chevallier OP, Woodside JV, Brennan SF, Cantwell MM, et al. 2017. Untargeted
metabolomic analysis of human serum samples associated with exposure levels of persistent organic pol-
lutants indicate important perturbations in sphingolipids and glycerophospholipids levels. Chermosphere
168:731-38

Pradhan SN, Das A, Meena R, Nanda RK, Rajamani P. 2016. Biofluid metabotyping of occupation-
ally exposed subjects to air pollution demonstrates high oxidative stress and deregulated amino acid
metabolism. Sci. Rep. 6:35972

Wang X, Liu L, Zhang W, Zhang ], Du X, etal. 2017. Serum metabolome biomarkers associate low-level
environmental perfluorinated compound exposure with oxidative/nitrosative stress in humans. Environ.
Pollut. 229:168-76

van Veldhoven K, Keski-Rahkonen P, Barupal DK, Villanueva CM, Font-Ribera L, et al. 2018. Effects
of exposure to water disinfection by-products in a swimming pool: a metabolome-wide association study.
Environ. Int. 111:60-70

Fischer ST, Lili LN, Li S, Tran VT, Stewart KB, et al. 2017. Low-level maternal exposure to nico-
tine associates with significant metabolic perturbations in second-trimester amniotic fluid. Environ. Int.
107:227-34

Chen CS, Yuan TH, Shie RH, Wu KY, Chan CC. 2017. Linking sources to early effects by profiling urine
metabolome of residents living near oil refineries and coal-fired power plants. Environ. Int. 102:87-96
Salihovic S, Ganna A, Fall T, Broeckling CD, Prenni JE, et al. 2015. The metabolic fingerprint of p,
p’-DDE and HCB exposure in humans. Environ. Int. 88:60-66

Vlaanderen JJ, Janssen NA, Hoek G, Keski-Rahkonen P, Barupal DK etal. 2017. The impact of ambient
air pollution on the human blood metabolome. Environ. Res. 156:341-48

Hamadeh HK, Bushel PR, Jayadev S, Martin K, DiSorbo O, etal. 2002. Gene expression analysis reveals
chemical-specific profiles. Toxicol. Sci. 67:219-31

Wang TW, Vermeulen RC, Hu W, Liu G, Xiao X, et al. 2015. Gene-expression profiling of buccal ep-
ithelium among non-smoking women exposed to household air pollution from smoky coal. Carcinogenesis
36:1494-501

Chu JH, Hart JE, Chhabra D, Garshick E, Raby BA, Laden F. 2016. Gene expression network analyses
in response to air pollution exposures in the trucking industry. Environ. Health 15:101

Fry RC, Navasumrit P, Valiathan C, Svensson JP, Hogan B], et al. 2007. Activation of inflammation/
NF-«B signaling in infants born to arsenic-exposed mothers. PLOS Genet. 3:¢207

Spira A, Beane J, Shah V, Liu G, Schembri F, etal. 2004. Effects of cigarette smoke on the human airway
epithelial cell transcriptome. PNAS 101:10143-48

McHale CM, Zhang L, Lan Q, Li G, Hubbard AE, et al. 2009. Changes in the peripheral blood transcrip-
tome associated with occupational benzene exposure identified by cross-comparison on two microarray
platforms. Genomics 93:343-49

Jiang P, Hou Z, Bolin JM, Thomson JA, Stewart R. 2017. RNA-Seq of human neural progenitor cells
exposed to lead (Pb) reveals transcriptome dynamics, splicing alterations and disease risk associations.
Toxicol. Sci. 159:251-65

Tani H, Takeshita JI, Aoki H, Nakamura K, Abe R, et al. 2017. Identification of RNA biomarkers for
chemical safety screening in mouse embryonic stem cells using RNA deep sequencing analysis. PLOS

ONE 12:¢0182032

www.annualreviews.org o The Exposome: Molecules to Populations

123



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

124

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

Wang J, Wang X, Sheng N, Zhou X, Cui R, etal. 2017. RNA-sequencing analysis reveals the hepatotoxic
mechanism of perfluoroalkyl alternatives, HFPO2 and HFPO4, following exposure in mice. 7. Appl.
Toxicol. 37:436-44

Huft M, da Silveira WA, Carnevali O, Renaud L, Hardiman G. 2018. Systems analysis of the liver
transcriptome in adult male zebrafish exposed to the plasticizer (2-ethylhexyl) phthalate (DEHP). Sci.
Rep. 8:2118

Grondin CJ, Davis AP, Wiegers TC, Wiegers JA, Mattingly CJ. 2018. Accessing an expanded exposure
science module at the Comparative Toxicogenomics Database. Environ. Health Perspect. 126:014501
Elshal MF, McCoy JP. 2006. Multiplex bead array assays: performance evaluation and comparison of
sensitivity to ELISA. Methods 38:317-23

Tighe PJ, Ryder RR, Todd I, Fairclough LC. 2015. ELISA in the multiplex era: potentials and pitfalls.
Proteom. Clin. Appl. 9:406-22

Bassig BA, Dai Y, Vermeulen R, Ren D, Hu W, et al. 2017. Occupational exposure to diesel engine
exhaust and alterations in immune/inflammatory markers: a cross-sectional molecular epidemiology
study in China. Carcinogenesis 38:1104-11

Shiels MS, Shu XO, Chaturvedi AK, Gao YT, Xiang YB, etal. 2017. A prospective study of immune and
inflammation markers and risk of lung cancer among female never smokers in Shanghai. Carcinogenesis
38:1004-10

Woeller CF, Thatcher TH, Van Twisk D, Pollock SJ, Croasdell A, et al. 2016. Detection of serum
microRNAs from Department of Defense Serum Repository: correlation with cotinine, cytokine, and
polycyclic aromatic hydrocarbon levels. 7. Occup. Environ. Med. 58:S62-71

Yates JR, Ruse CI, Nakorchevsky A. 2009. Proteomics by mass spectrometry: approaches, advances, and
applications. Annu. Rev. Biomed. Eng. 11:49-79

Rappaport SM, Li H, Grigoryan H, Funk WE, Williams ER. 2012. Adductomics: characterizing expo-
sures to reactive electrophiles. Toxicol. Lett. 213:83-90

Grigoryan H, Edmands W, Lu SS, Yano Y, Regazzoni L, etal. 2016. Adductomics pipeline for untargeted
analysis of modifications to Cys34 of human serum albumin. Anal. Chem. 88:10504-12

Liu S, Grigoryan H, Edmands WMB, Dagnino S, Sinharay R, et al. 2018. Cys34 adductomes differ
between patients with chronic lung or heart disease and healthy controls in central London. Environ. Sci.
Technol. 52:2307-13

Lu SS, Grigoryan H, Edmands WM, Hu W, Iavarone AT, et al. 2017. Profiling the serum albumin
Cys34 adductome of solid fuel users in Xuanwei and Fuyuan, China. Environ. Sci. Technol. 51:46-57
Fernandez AF, Assenov Y, Martin-Subero JI, Balint B, Siebert R, et al. 2012. A DNA methylation
fingerprint of 1628 human samples. Genome Res. 22:407-19

Go YM, Jones DP. 2014. Redox biology: interface of the exposome with the proteome, epigenome and
genome. Redox Biol. 2:358-60

Salas LA, Bustamante M, Gonzalez JR, Gracia-Lavedan E, Moreno V, et al. 2015. DNA methylation
levels and long-term trihalomethane exposure in drinking water: an epigenome-wide association study.
Epigenetics 10:650-61

Lee KW, Richmond R, Hu P, French L, Shin J, et al. 2015. Prenatal exposure to maternal cigarette
smoking and DNA methylation: epigenome-wide association in a discovery sample of adolescents and
replication in an independent cohortat birth through 17 years of age. Environ. Health Perspect. 123:193-99
Bollati V, Baccarelli A, Hou L, Bonzini M, Fustinoni S, et al. 2007. Changes in DNA methylation
patterns in subjects exposed to low-dose benzene. Cancer Res. 67:876-80

Seow WJ, Kile ML, Baccarelli AA, Pan WC, Byun HM, et al. 2014. Epigenome-wide DNA methylation
changes with development of arsenic-induced skin lesions in Bangladesh: a case-control follow-up study.
Environ. Mol. Mutagen. 55:449-56

HouL, Zhang X, Wang D, Baccarelli A. 2012. Environmental chemical exposures and human epigenetics.
Int. 7. Epidemiol. 41:79-105

Guida F, Sandanger TM, Castagne R, Campanella G, Polidoro S, et al. 2015. Dynamics of smoking-
induced genome-wide methylation changes with time since smoking cessation. Hum. Mol. Genet.
24:2349-59

Niedzwiecki et al.



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.
116.

117.

118.

119.

120.

121.

122.

123.

Everson TM, Punshon T, Jackson BP, Hao K, Lambertini L, et al. 2018. Cadmium-associated differential
methylation throughout the placental genome: epigenome-wide association study of two U.S. birth
cohorts. Environ. Health Perspect. 126:017010

Walker DI, Uppal K, Zhang L, Vermeulen R, Smith M, et al. 2016. High-resolution metabolomics of
occupational exposure to trichloroethylene. Int. 7. Epidemiol. 45:1517-27

Uppal K, Ma C, Go YM, Jones DP, Wren J. 2018. xMWAS: a data-driven integration and differential
network analysis tool. Bioinformatics 34:701-2

Li S, Sullivan NL, Rouphael N, Yu T, Banton S, et al. 2017. Metabolic phenotypes of response to
vaccination in humans. Cel/ 169:862-77

Vrijheid M, Slama R, Robinson O, Chatzi L, Coen M, et al. 2014. The human early-life exposome
(HELIX): project rationale and design. Environ. Health Perspect. 122:535-44

Vineis P, Chadeau-Hyam M, Gmuender H, Gulliver J, Herceg Z, et al. 2017. The exposome in practice:
design of the EXPOsOMICS project. Int. 7. Hygiene Environ. Health 220:142-51

Chadeau-Hyam M, Ebbels TM, Brown IJ, Chan Q, Stamler ], et al. 2010. Metabolic profiling and
the metabolome-wide association study: significance level for biomarker identification. 7. Proteome Res.
9:4620-27

Robinson O, Basagana X, Agier L, de Castro M, Hernandez-Ferrer C, et al. 2015. The pregnancy
exposome: multiple environmental exposures in the INMA-Sabadell birth cohort. Environ. Sci. Technol.
49:10632-41

Agier L, Portengen L, Chadeau-Hyam M, Basagana X, Giorgis-Allemand L, et al. 2016. A system-
atic comparison of linear regression-based statistical methods to assess exposome-health associations.
Environ. Health Perspect. 124:1848-56

Balding DJ. 2006. A tutorial on statistical methods for population association studies. Nat. Rev. Genet.
7:781-91

Chadeau-Hyam M, Campanella G, Jombart T, Bottolo L, Portengen L, et al. 2013. Deciphering the
complex: methodological overview of statistical models to derive OMICS-based biomarkers. Environ.
Mol. Mutagen. 54:542-57

Patterson N, Price AL, Reich D. 2006. Population structure and eigenanalysis. PLOS Genet. 2:¢190
Castagne R, Boulange CL, Karaman I, Campanella G, Santos Ferreira DL, et al. 2017. Improving
visualization and interpretation of metabolome-wide association studies: an application in a population-
based cohort using untargeted 1H NMR metabolic profiling. 7. Proteome Res. 16:3623-33

Hoggart CJ, Clark TG, De Lorio M, Whittaker JC, Balding D]J. 2008. Genome-wide significance for
dense SNP and resequencing data. Genet. Epidemiol. 32:179-85

Wold S, Ruhe A, Wold H, Dunn WJ. 1984. The collinearity problem in linear-regression—the partial
least-squares (PLS) approach to generalized inverses. SIAM 7. Sci. Stat. Comput. 5:735-43

Tibshirani R. 1996. Regression shrinkage and selection via the lasso. 7. R. Stat. Soc. B 58:267-88

Zou H, Hastie T. 2005. Regularization and variable selection via the elastic net. 7. R. Stat. Soc. B 67:301—
20

Zou H, Hastie T, Tibshirani R. 2006. Sparse principal component analysis. 7. Comput. Graph. Stat.
15:265-86

Chun H, Keles S. 2010. Sparse partial least squares regression for simultaneous dimension reduction
and variable selection. 7. R. Stat. Soc. Ser. B 72:3-25

Bottolo L, Chadeau-Hyam M, Hastie DI, Langley SR, Petretto E, etal. 2011. ESS++: a C++ objected-
oriented algorithm for Bayesian stochastic search model exploration. Bioinformatics 27:587-88

Guan YT, Stephens M. 2011. Bayesian variable selection regression for genome-wide association studies
and other large-scale problems. Ann. Appl. Stat. 5:1780-815

Hans C, Dobra A, West M. 2007. Shotgun stochastic search for “large p” regression. 7. Am. Stat. Assoc.
102:507-16

Liquet B, Bottolo L, Campanella G, Richardson S, Chadeau-Hyam M. 2016. R2ZGUESS: a graphics
processing unit-based R package for Bayesian variable selection regression of multivariate responses.
7. Stat. Softw. 69:1-32

Billionnet C, Sherrill D, Annesi-Maesano I, GERIE Study. 2012. Estimating the health effects of exposure
to multi-pollutant mixture. Ann. Epidemiol. 22:126-41

www.annualreviews.org o The Exposome: Molecules to Populations

I2%



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

126

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.
144.

145.

146.

Patel CJ. 2017. Analytic complexity and challenges in identifying mixtures of exposures associated with
phenotypes in the exposome era. Curr. Epidemiol. Rep. 4:22-30

Sun Z, Tao Y, Li S, Ferguson KK, Meeker JD, et al. 2013. Statistical strategies for constructing health
risk models with multiple pollutants and their interactions: possible choices and comparisons. Environ.
Health 12:85

Braun JM, Gennings C, Hauser R, Webster TF. 2016. What can epidemiological studies tell us about
the impact of chemical mixtures on human health? Environ. Health Perspect. 124:A6-9

Jain P, Vineis P, Liquet B, Vlaanderen ], Bodinier B, et al. 2017. A multivariate approach to investigate
the combined biological effects of multiple exposures 7. Epidemiol. Community Health 72:564-71

Gene Ontol. Consort. 2017. Expansion of the Gene Ontology knowledgebase and resources. Nucleic
Acids Res. 45:D331-38

Ashburner M, Ball CA, Blake JA, Botstein D, Butler H, etal. 2000. Gene Ontology: tool for the unification
of biology. Nat. Genet. 25:25

Huang DW, Sherman BT, Lempicki RA. 2008. Systematic and integrative analysis of large gene lists
using DAVID bioinformatics resources. Nat. Protoc. 4:44

Li S, Park Y, Duraisingham S, Strobel FH, Khan N, et al. 2013. Predicting Network Activity from High
Throughput Metabolomics. PLOS Comput. Biol. 9:¢1003123

Guida F, Sandanger TM, Castagne R, Campanella G, Polidoro S, et al. 2015. Dynamics of smoking-
induced genome-wide methylation changes with time since smoking cessation. Hum. Mol. Genet.
24:2349-59

Simon N, Friedman J, Hastie T, Tibshirani R. 2013. A Sparse-Group Lasso. 7. Comput. Graph. Stat.
22:231-45

Liquet B, Lafaye de Micheaux P, Hejblum B, Thiebaut R. 2016. Group and sparse group partial least
square approaches applied in genomics context. Bioinformatics 32:35-42

Salamanca BV, Ebbels TM, Iorio MD. 2014. Variance and covariance heterogeneity analysis for detection
of metabolites associated with cadmium exposure. Stat. Appl. Genet. Mol. Biol. 13:191-201

Valcarcel B, Ebbels TM, Kangas AJ, Soininen P, Elliot P, et al. 2014. Genome metabolome integrated
network analysis to uncover connections between genetic variants and complex traits: an application to
obesity. 7. R. Soc. Interface 11:20130908

Valcarcel B, Wurtz P, Seich al Basatena NK, Tukiainen T, Kangas AJ, et al. 2011. A differential network
approach to exploring differences between biological states: an application to prediabetes. PLOS ONE
6:¢24702

Barban N, Billari FC. 2012. Classifying life course trajectories: a comparison of latent class and sequence
analysis. 7. R. Stat. Soc. C 61:765-84

Chadeau-Hyam M, Tubert-Bitter P, Guihenneuc-Jouyaux C, Campanella G, Richardson S, et al. 2014.
Dynamics of the risk of smoking-induced lung cancer: a compartmental hidden Markov model for
longitudinal analysis. Epidemiology 25:28-34

Michely JA, Meyer MR, Maurer HH. 2018. Power of Orbitrap-based LC-high resolution-MS/MS for
comprehensive drug testing in urine with or without conjugate cleavage or using dried urine spots after
on-spot cleavage in comparison to established LC-MS" or GC-MS procedures. Drug Testing Anal.
10:158-63

Leist M, Ghallab A, Graepel R, Marchan R, Hassan R, et al. 2017. Adverse outcome pathways: oppor-
tunities, limitations and open questions. Arch. Toxicol. 91:3477-505

Nymark P, Rieswijk L, Ehrhart F, Jeliazkova N, Tsiliki G, etal. 2017. A data fusion pipeline for generating
and enriching adverse outcome pathway descriptions. Toxicol. Sci. 162:264-75

Collins FS, Varmus H. 2015. A new initiative on precision medicine. New Engl. 7. Med. 372:793-95
Mirnezami R, Nicholson J, Darzi A. 2012. Preparing for precision medicine. New Engl. J. Med. 366:489—
91

Wambaugh JF, Wang A, Dionisio KL, Frame A, Egeghy P, et al. 2014. High throughput heuristics for
prioritizing human exposure to environmental chemicals. Environ. Sci. Technol. 48:12760-67

Lane KJ, Levy JI, Scammell MK, Patton AP, DurantJL, etal. 2015. Effect of time-activity adjustment on
exposure assessment for traffic-related ultrafine particles. 7. Exposure Sci. Environ. Epidemiol. 25:506-16

Niedzwiecki et al.



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

Menni C, Metrustry SJ, Mohney RP, Beevers S, Barratt B, et al. 2015. Circulating levels of antioxidant
vitamins correlate with better lung function and reduced exposure to ambient pollution. Amz. 7. Respir.
Crit. Care Med. 191:1203-7

Chadeau-Hyam M, Athersuch TJ, Keun HC, De Iorio M, Ebbels TM, et al. 2011. Meeting-in-the-
middle using metabolic profiling—a strategy for the identification of intermediate biomarkers in cohort
studies. Biomarkers 16:83-88

Lan Q, Zhang L, Tang X, Shen M, Smith MT, et al. 2010. Occupational exposure to trichloroethylene
is associated with a decline in lymphocyte subsets and soluble CD27 and CD30 markers. Carcinogenesis
31:1592-96

O’Connell SG, Kincl LD, Anderson KA. 2014. Silicone wristbands as personal passive samplers. Environ.
Sci. Technol. 48:3327-35

Jones DP, Park Y, Ziegler TR. 2012. Nutritional metabolomics: progress in addressing complexity in
diet and health. Annu. Rev. Nutr. 32:183-202

Go YM, Uppal K, Walker DI, Tran V, Dury L, et al. 2014. Mitochondrial metabolomics using high-
resolution Fourier-transform mass spectrometry. Methods Mol. Biol. 1198:43-73

Go YM, Walker DI, Liang Y, Uppal K, Soltow QA, et al. 2015. Reference standardization for mass
spectrometry and high-resolution metabolomics applications to exposome research. Toxicol. Sci. 148:531—
43

Uppal K, Soltow QA, Strobel FH, Pittard WS, Gernert KM, etal. 2013. xMSanalyzer: automated pipeline
for improved feature detection and downstream analysis of large-scale, non-targeted metabolomics data.
BMC Bioinform. 14:15

Go YM, Walker DI, Soltow QA, Uppal K, Wachtman LM, et al. 2014. Metabolome-wide association
study of phenylalanine in plasma of common marmosets. Amino Acids 47:589-601

Blicharz T, Gong P, Bunner BM, Chu LL, Leonard KM, et al. 2018. Microneedle-based device for the
one-step painless collection of capillary blood samples. Nat. Biomed. Eng. 2:151-57

www.annualreviews.org o The Exposome: Molecules to Populations

127



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

Contents

Role of Cell Death in Toxicology: Does It Matter How Cells Die?
Sten OFFenits ...t 1

Introduction to the Theme “New Therapeutic Targets”

Paul A. Insel, Susan G. Amara, Terrence F. Blaschke, and Urs A. Meyer ................ 15
Systems Pharmacology: Defining the Interactions of Drug

Combinations

7-G. Coen van Hasselt and Ravi Iyengar .........................ccciiiiiiiiiii 21

Drug Targets for Heart Failure with Preserved Ejection Fraction:
A Mechanistic Approach and Review of Contemporary
Clinical Trials
Ravi B. Patel and Sanjiv §. Shab ....... ... 41

Emerging Pharmacological Targets for the Treatment of Nonalcoholic
Fatty Liver Disease, Insulin Resistance, and Type 2 Diabetes
Leigh Goedeke, Rachel §. Perry, and Gerald I. Shulman ................................... 65

Environmental Obesogens: Mechanisms and Controversies
Jerrold J. Heindel and Bruce Blumberg .......................c.ccciiiiiiiiii, 89

The Exposome: Molecules to Populations
Megan M. Niedzwiecki, Douglas 1. Walker, Roel Vermeulen,
Marc Chadeau-Hyam, Dean P. Jones, and Gary W. Miller .......................... 107

Challenges in Orphan Drug Development: Identification of Effective
Therapy for Thyroid-Associated Ophthalmopathy
Terry J. Smith ... ..o 129

Fingolimod: Lessons Learned and New Opportunities for Treating
Multiple Sclerosis and Other Disorders
Ferold Chun, Yasuyuki Kibara, Deepa Jonnalagadda,
and Victoria A. Blabo .................. ... 149

The Neurobiology and Pharmacotherapy of Posttraumatic Stress
Disorder
Chadi G. Abdallah, Lynnette A. Averill, Teddy 7. Akiki, Mobsin Raza,
Christopher L. Averill, Hassaan Gomaa, Archana Adikey,
and Fobn H. Krystal ........ ... ... . . 171

I
[R
Annual Review of

Pharmacology and
Toxicology

Volume 59, 2019



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

vi

The Placebo Effect in Pain Therapies
Luana Colloca ...

Molecular Pharmacology and Neurobiology of Rapid-Acting
Antidepressants
Todd D. Gould, Carlos A. Zarate Fr., and Scott M. Thompson ..........................

Nuclear Receptors as Therapeutic Targets for Neurodegenerative
Diseases: Lost in Translation
Miguel Moutinho, Fuan F. Codocedo, Shweta S. Puntambekar,
and Gary E. Landreth ............. ... . ...

The Potential of L-Type Calcium Channels as a Drug Target for
Neuroprotective Therapy in Parkinson’s Disease
Birgit Liss and Forg Striessnig ... ...

Therapeutic Approaches to the Treatment of Tinnitus
Berthold Langguth, Ana Belen Elgoyben, and Christopher R. Cederroth ................

Muscle Wasting Diseases: Novel Targets and Treatments
Regula Furrer and Christoph Handschin ...,

Novel Clinical Toxicology and Pharmacology of Organophosphorus
Insecticide Self-Poisoning
Michael Eddleston .................. ...

New Cell Cycle Inhibitors Target Aneuploidy in Cancer Therapy
Masanori Kawakami, Xi Lin, and Ethan Dmitrovsky ........................ccooi..

Pharmacologic Targeting of Hypoxia-Inducible Factors
Gregg L. Semenza . ..............c.ooiiiiii i

Surviving in the Valley of Death: Opportunities and Challenges in
Translating Academic Drug Discoveries
Marcus C. Parrish, Yuan Jin Tan, Kevin V. Grimes, and Daria Mochly-Rosen .......

Moving from the Trial to the Real World: Improving Medication
Adherence Using Insights of Implementation Science
Leah L. Zullig, Micke Deschodt, Jan Liska, Hayden B. Bosworth,
and Sabina De Geest ... ... ... . i

Organoids for Drug Discovery and Personalized Medicine
Toshio Takabashi ............... . ... i

Applications of Immunopharmacogenomics: Predicting, Preventing,
and Understanding Immune-Mediated Adverse Drug Reactions
Fason H. Karnes, Matthew A. Miller, Katie D. White, Katherine C. Konvinse,
Rebecca K. Pavlos, Alec 7. Redwood, Fonathan G. Peter, Rannakoe Lebloenya,
Simon A. Mallal, and Elizabeth J. Phillips .....................c.ccoiiiiiiiii,

Contents



Annu. Rev. Pharmacol. Toxicol. 2019.59:107-127. Downloaded from www.annualreviews.org

Access provided by Utrecht University on 10/07/19. For personal use only.

Recent Developments in Understanding Barrier Mechanisms in the
Developing Brain: Drugs and Drug Transporters in Pregnancy,
Susceptibility or Protection in the Fetal Brain?
Norman R. Saunders, Katarzyna M. Dziegielewska, Kjeld Mollgird,
and Mark D. Habgood ................. ... i, 487

Assessment of Pharmacokinetic Drug—Drug Interactions in Humans:
In Vivo Probe Substrates for Drug Metabolism and Drug Transport
Revisited
Uwe Fubr, Chib-bsuan Hsin, Xia Li, Wafai Fabrane, and Fritz Sorgel ............... 507

Metals and Mechanisms of Carcinogenesis
Qiao Yi Chen, Thomas DesMarais, and Max Costa ...................cccuiiiuiiinin... 537

Modulating NRF?2 in Disease: Timing Is Everything
Matthew Dodson, Montserrat Rojo de la Vega, Aram B. Cholanians,
Cody 7. Schmidlin, Eli Chapman, and Donna D. Zbang .............................. 555

Cardiovascular Pharmacogenomics: Does It Matter If You’re Black or
White?

Tanima De, C. Sebwan Park, and Minoli A. Perera ..................................... 577
Therapeutic Oligonucleotides: State of the Art

C.1 Edvard Smith and Rula Zain ........ ... .. .. ... . .. . .. i 605
Indexes
Cumulative Index of Contributing Authors, Volumes 55-59 ........................... 631
Cumulative Index of Article Titles, Volumes 55-59 ... ..., 635
Errata

An online log of corrections to Annual Review of Pharmacology and Toxicology articles
may be found at http://www.annualreviews.org/errata/pharmtox

Contents

vit



	Annual Reviews Online
	Search Annual Reviews
	Annual Review of Pharmacology and Toxicology
Online
	Most Downloaded Pharmacology and Toxicology
 Reviews 
	Most Cited Pharmacology and Toxicology
 Reviews 
	Annual Review of Pharmacology and Toxicology
 Errata 
	View Current Editorial Committee

	All Articles in the Annual Review of Pharmacology and Toxicology, Vol. 59
	Role of Cell Death in Toxicology: Does It Matter How Cells Die?
	Introduction to the Theme “New Therapeutic Targets”
	Systems Pharmacology: Defining the Interactions of Drug Combinations
	Drug Targets for Heart Failure with Preserved Ejection Fraction: A Mechanistic Approach and Review of Contemporary Clinical Trials
	Emerging Pharmacological Targets for the Treatment of Nonalcoholic Fatty Liver Disease, Insulin Resistance, and Type 2 Diabetes
	Environmental Obesogens: Mechanisms and Controversies
	The Exposome: Molecules to Populations
	Challenges in Orphan Drug Development: Identification of Effective Therapy for Thyroid-Associated Ophthalmopathy
	Fingolimod: Lessons Learned and New Opportunities for Treating Multiple Sclerosis and Other Disorders
	The Neurobiology and Pharmacotherapy of Posttraumatic Stress Disorder
	The Placebo Effect in Pain Therapies
	Molecular Pharmacology and Neurobiology of Rapid-Acting Antidepressants
	Nuclear Receptors as Therapeutic Targets for Neurodegenerative Diseases: Lost in Translation
	The Potential of L-Type Calcium Channels as a Drug Target for Neuroprotective Therapy in Parkinson’s Disease
	Therapeutic Approaches to the Treatment of Tinnitus
	Muscle Wasting Diseases: Novel Targets and Treatments
	Novel Clinical Toxicology and Pharmacology of OrganophosphorusInsecticide Self-Poisoning
	New Cell Cycle Inhibitors Target Aneuploidy in Cancer Therapy
	Pharmacologic Targeting of Hypoxia-Inducible Factors
	Surviving in the Valley of Death: Opportunities and Challenges in Translating Academic Drug Discoveries
	Moving from the Trial to the Real World: Improving Medication Adherence Using Insights of Implementation Science
	Organoids for Drug Discovery and Personalized Medicine
	Applications of Immunopharmacogenomics: Predicting, Preventing, and Understanding Immune-Mediated Adverse Drug Reactions
	Recent Developments in Understanding Barrier Mechanisms in the Developing Brain: Drugs and Drug Transporters in Pregnancy, Susceptibility or Protection in the Fetal Brain?
	Assessment of Pharmacokinetic Drug–Drug Interactions in Humans: In Vivo Probe Substrates for Drug Metabolism and Drug Transport Revisited
	Metals and Mechanisms of Carcinogenesis
	Modulating NRF2 in Disease: Timing Is Everything
	Cardiovascular Pharmacogenomics: Does It Matter If You’re Black or White?
	Therapeutic Oligonucleotides: State of the Art


