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The molecular foundation of chronic inflammatory diseases (CIDs) can differ markedly
between individuals. As our understanding of the biochemical mechanisms underlying
individual disease manifestations and progressions expands, new strategies to adjust
treatments to the patient’s characteristics will continue to profoundly transform clinical
practice. Nutrition has long been recognized as an important determinant of inflammatory
disease phenotypes and treatment response. Yet empirical work demonstrating the
therapeutic effectiveness of patient-tailored nutrition remains scarce. This is mainly due
to the challenges presented by long-term effects of nutrition, variations in inter-individual
gastrointestinal microbiota, the multiplicity of human metabolic pathways potentially affected
by food ingredients, nutrition behavior, and the complexity of food composition. Historically,
these challenges have been addressed in both human studies and experimental model
laboratory studies primarily by using individual nutrition data collection in tandem with large-
scale biomolecular data acquisition (e.g. genomics, metabolomics, etc.). This review
highlights recent findings in the field of precision nutrition and their potential implications
for the development of personalized treatment strategies for CIDs. It emphasizes the
importance of computational approaches to integrate nutritional information into multi-
omics data analysis and to predict which molecular mechanisms may explain how nutrients
intersect with disease pathways. We conclude that recent findings point towards the
unexhausted potential of nutrition as part of personalized medicine in chronic inflammation.

Keywords: nutrition, personalized medicine, inflammation, dietary intervention, disease prevention, microbiota,
precision nutrition, chronic diseases
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INTRODUCTION

Over the past several decades, increased incidence rates of
diseases associated with chronic inflammation, including
inflammatory bowel disease (IBD), diabetes, and asthma have
been observed in countries experiencing industrial and urban
growth (1-3). While the causes of this incidence surge are still
highly debated in biology and medicine communities, there is
increasing epidemiological evidence that the rise of chronic
inflammatory diseases (CIDs) can be attributed to nutritional
changes (4-7). A dietary basis for CIDs is further supported by
the fact that they frequently involve physiological changes in the
gastrointestinal tract including alterations in gut microbiota
composition and metabolism (8-11). In this context, a number
of studies have identified molecular mechanisms by which
dietary components can interact with immunological pathways
either directly (12, 13) or indirectly, via modulation of the gut
microbiota (14, 15).

Patients with the same CID can differ markedly in their
precise disease manifestation with respect to inflammation
relapse, remission, and response to therapy (16, 17). Studies
using clinical cohorts have revealed several molecular features
that are associated with disease heterogeneity. These include
genetic (18, 19) microbial (20), and metabolic factors (10, 21).
The appreciation of the wide range of individual factors
influencing the pathology of CIDs intensified research
endeavours to further tailor treatment strategies to the patient’s
molecular characteristics (22, 23).

Given the multitude of molecular mechanisms by which
nutrition can intersect with immunological pathways,
microbiome dynamics, and human metabolism, nutrition
therapy has been recognized as integral to the development of
novel personalized CID prevention and disease management
strategies (24). Additionally, nutrition has vast potential to
contribute to personalized medicine in two ways: first, the
patient’s nutritional status and dietary intake information can
be used to inform new prescriptive biomarkers, i.e. biomarkers
that can predict the patient’s response to potential treatment
strategies (25). Second, nutritional interventions display promise
for patient-centered treatments of CIDs.

Those ideas are mirrored in an increasing number of CID-
related articles in the scientific literature that also involve aspects
of nutrition and diet (Figure 1). Yet, empirical studies reporting
clear evidence of the effectiveness of using nutrition-derived
biomarkers and nutritional interventions in CID therapies are
rare, thereby limiting nutrition data-assisted decision making
and dietary interventions in clinical practice of personalized
medicine. For instance, a recent systematic review combined
with an expert survey to derive guidelines for clinical nutrition
management in IBD yielded only 7 evidence-based dietary/
nutrition recommendations that relate the patient’s individual
characteristics, e.g. age, current and previous treatments, and
nutritional status (26).

The large discrepancy between the anticipated role and actual
application of nutrition in personalized CID management is
largely due to the intrinsic biochemical complexity of nutrition,
including its long-term effects and interaction with various
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FIGURE 1 | Percentage of CID-related articles, whose titles or abstracts
involve the terms “nutrition’ or “diet'. The search was performed on July 6th
2020 using PubMed® and limited to the years 1999-2019. Lines denote the
results from linear regression analysis. Percentages increased significantly for
all diseases (Pearson’s product-moment correlation, P < 0.005) except for
rheumatoid arthritis (P = 0.87).

environmental factors (27, 28). However, recent studies have
started to address this issue by investigating the impact of
nutrients on host organisms alongside the molecular
interactions between nutrients, microorganisms, drugs, and
host genetics (29). In this review, we highlight recent
developments at the interface between nutrition and precision
medicine in chronic inflammation. In addition, key challenges in
the field are discussed and potential solutions proposed.

NUTRITION AND PRESCRIPTIVE
BIOMARKERS

Nutrition is an important determinant of CID patient
heterogeneity (30). Thus, specific information about an
individual’s nutritional status and dietary habits can support
data-driven decision making to optimize a patient-tailored
treatment. There are a few nutrition-derived objective
indicators that predict therapeutic outcomes and are used in
clinical practice to adjust CID treatments. For instance, Crohn’s
Diease patients experiencing extended nutritional deprivation
are at increased risk of refeeding syndrome; European Society for
Clinical Nutrition and Metabolism (ESPEN) guidelines
recommend nutritional supplementation of phosphate and
thiamine in such cases (26). In addition, it is well-documented
that malnutrition promotes increased risk of morbidity and
mortality following surgery in IBD patients (31, 32). Hence, if
malnourishment is documented, nutritional support following
emergency surgery is commonly recommended (26).

One ambitious goal of precision medicine is to emhance the
amount and accuracy of data that describe a patient’s nutritional
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status, in order to identify novel biomarkers that can predict the
clinical outcome of possible treatments. To achieve this goal,
nutritional status data should be analyzed in close combination
with other personal data as the effects of nutrients are moderated
by other influencing factors such as host genetics, body
composition or the intestinal microbiome (33). In a seminal
study by Zeevi et al. (34), the authors collected longitudinal data
from 800 participants including blood glucose levels,
microbiome structure and function, nutritional status, and
dietary behavior. On the basis of these data, a machine-
learning algorithm was devised that was able to predict
individual postprandial glycaemic response to a given meal
Zeevi et al. (34). This example illustrates that the potential of
nutritional information for identifying biomarkers for individual
metabolic responses can be substantially potentiated when
coupled with additional personal data, such as that related to
the intestinal microbiome. Although the construction of such
mathematical predictors relies on large cohorts and longitudinal
data acquisition, similar approaches may also be applied to
clinical CID patient cohorts, where nutritional data is
incorporated in the predictor. Such predictors could assists
clinicians in making personalized treatment decisions.

Moreover, the possibility of deriving prescriptive biomarkers
from nutritional data will further increase as more molecular
mechanisms describing the interplay among immunological
pathways, the microbiome, and nutrients are elucidated. A
series of studies within the past decade provided new evidence
that the microbiome could act as a crucial intermediary between
diet and inflammatory diseases (35). This complex relationship
between dietary compounds, the microbiome, and inflammation
is probably best elucidated for the anti-inflammatory effects of
microbiome-derived butyrate. Butyrate and other short-chain
fatty acids (SCFAs) are produced in large amounts through
fermentation of dietary fibres by certain bacterial species (e.g.
Bacteroides fragilis) that possess the enzymatic machinery to
degrade those compounds (36). The diet-dependent and
immunomodulating role of butyrate is especially interesting in
the light of recent studies that demonstrated an association
between colonic butyrate with clinical outcomes of CID
therapies. For instance, it has been shown that butyrate levels
are associated with clinical remission following anti-TNFo
therapy in IBD patients (10, 37). Similarly, the efficacy of anti-
CTLA-4 immunotherapy has been reported to be associated with
the proportion of specific butyrate-producing bacteria within
melanoma patients’ gut microbiota (38, 39). Moreover, a
reduction in colonic butyrate-producing bacteria has been
reported in HIV infection (40) and appears to affect the
response to antiretroviral therapy (41). Such studies emphasise
the potential to combine dietary information and microbiome
data to approximate intestinal butyrate production capacity and,
hence, individual responses to therapies.

Several molecular mechanisms have been elucidated how
butyrate interacts with immunological pathways, illustrating
the compound’s central role in CIDs. Smith et al. (14) have
identified specialized butyrate-sensing receptors expressed by
anti-inflammatory regulatory T-cells, whose differentiation is

stimulated by butyrate (42). Butyrate also functions as a potent
inhibitor of histone deacetylase enzymes, thereby linking
microbial metabolites to the regulation of host transcriptional
profiles (43, 44). Furthermore, Li et al. (45) have shown in a cell
culture model that butyrate activates pyruvate kinase M2, leading
to substantially altered cell metabolism, and thereby suppressing
the proliferation of colorectal cancer cells.

Besides butyrate and other SCFAs, gastrointestinal micro-
organisms transform dietary components to contribute a wide
range of additional compounds to the human metabolome (46).
Future research on the role of these metabolites in health and
disease will yield additional biomarkers and targets for
personalized treatment of CIDs.

PERSONALIZED NUTRITIONAL
INTERVENTIONS

Nutrition is likely the largest toolbox we have at hand to
influence both metabolic processes in the human body and the
intestinal microbiome’s structure and function. Thus, nutritional
interventions represent a promising strategy for personalizing
CID treatments. Nevertheless, various generalized nutritional
recommendations, established over the past four decades in the
context of chronic diseases, have not noticeably diminished their
incidence (47).

New targets for nutritional interventions are expected to
emerge as our mechanistic understanding of inflammatory
diseases and the effect of nutrition on the immune system
expands. For example, the above-mentioned anti-inflammatory
effect of butyrate and its involvement in maintaining
gastrointestinal health has promted researchers to explore using
targeted dietary interventions to increase its intestinal production.
Marino et al. (35) have shown that administration of a diet
yielding high butyrate levels through gut microbial fermentation
enhanced gut integrity, increased the number and activity of
regulatory T cells, and decelerated the progression of diabetes in
a diabetic mouse strain model. Such results exemplify the potential
of dietary interventions to specifically target immunomodulating
microorganisms. Thus, quantification of patient-specific activity of
molecular processes (e.g. via coupled metagenomics and
metabolomics) associated with the maintenance or initiation of
CID remission are highly promising indicators for the efficacy of
nutritional interventions targeted to modulate them.

Another intriguing development with implications for
nutritional interventions are recent findings that the therapeutic
effects of drugs are mediated through complex interactions between
the bioactive agent, dietary compounds, and microorganisms (48,
49). These include pharmaceuticals frequently administered to
treat certain CIDs, such as sulfasalazine or metformin (49, 50).
In the case of metformin, a medication for the treatment of type 2
diabetes, Pryor et al. (50) have shown using a Caenorhabditis
elegans model system that nutrition influences the animal’s
response to the drug, and that the effects are mediated by the gut
bacterium Escherichia coli. Specifically, metformin’s impact on host
metabolism and lifespan are attributed to an increased production
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of agmatine, which further depends on nitrogen-containing
compounds in the nematode’s diet, namely amino acids, amino
sugars, and nucleotides. As part of the same study, reanalysis of
microbiome data from four independent human cohorts indicated
that the abundance of bacteria capable of producing agmatine
increased in conjunction with metformin treatment. This suggests
that similar synergistic interactions between the drug and nutrients
may occur also in humans. In general, a mechanistic understanding
of nutrient-drug interactions could pave the way to personalized
CID treatment strategies that combine pharmacological and
nutritional interventions.

Nutritional interventions that specifically target colonic
microorganisms might be hindered by nutrient absorption in
the small intestine. For instance, the vitamin niacin has been
shown to beneficially affect intestinal homeostasis and decrease
susceptibility to intestinal inflammation in a mouse model system
(51). Fangmann et al. (52) employed a food-technological
approach to deliver high amounts of nicotinic acid into the
colon by micro-encapsulating the compound, thereby delaying
its release until the capsules reached the ileocolonic region. In vivo
administration of the capsules in humans changed the microbiota
composition in ways that are commonly considered favourable; i.e.
the increased abundance of Bacteroidetes. In addition, biomarkers
of systemic insulin sensitivity and metabolic inflammation
improved without observable negative side-effects (e.g. facial
flushing) that have been described for un-capsulated orally
administered niacin (52). Thus, food-technological approaches
may promote the development of nutritional interventions for
precision medicine by increasing the intervention efficacy and
reducing unwanted side effects. In addition, several preclinical
models demonstrated the potential of microbiome-directed
nutritional interventions for the treatment of malnutrition and
its associated inflammatory complications (53-55) and promising
initial results were recently gained in preliminary clinical studies
(56, 57).

CHALLENGES AND POTENTIAL
SOLUTIONS

Precision in Dietary Assessment

Technological advances over the past decade have elevated the
degree of precision with which a person can be characterized on
both the genetic level (ie. genomics) and phenotypic level (i..
transcriptomics, proteomics, metabolomics). Available methods for
assessing the environmental factor of nutrition (in terms of the
person’s food consumption and habits) do not currently provide
the same degree of detail in most cases. An exception is nutrition
provided during intensive care, where nutritional intake is usually
well documented, e.g. for preterm infants in neonatal intensive care
units (58). In most other human cohort studies, nutrition is
typically recorded using dietary questionnaires. Such
questionnaires have the disadvantage that realiability of the data
obtained may be limited, since it is based on the subjective
perception of the study participant (59). Several software
solutions (mainly mobile apps) have emerged that aim to

increase dietary data quality (e.g. via incorporating automatic
food item recognition from images), but that entail their own
data acquisition shortcomings as reviewed elsewhere (60). While
some of these solutions are already in use in biomedical research
projects [e.g. (61)], a major issue remains: the dietary information
obtained cannot be treated as objective and thereby does not meet
the criteria for a source of potential medical biomarkers (62).

A promising approach to address this challenge is the
identification of novel food intake biomarkers, which are
molecularly-based objective indicators derived from human
samples (63). The idea is to estimate previous dietary intake by
measurements of dietary compounds or derived chemicals in
human matrices such as blood, urine, faeces, hair, or dental
calculus. Ongoing research focuses on the identification and
evaluation of a wide range of different food intake biomarkers
using metabolomics techniques (64). If proven applicable, such
biomarkers will reveal new links between nutrition and
inflammatory disease mechanisms.

Nutrition and the Curse of Dimensionality
Food is molecularly complex. Online Databases such as FooDB
(65) or FoodData (66) enable users to approximate the amount
of macro- and micronutrients in a given diet. Thus, if personal
dietary information is available for a large study cohort involving
CID patients, one could statistically test for associations between
individual nutrients and the patients’ disease manifestation and
progression parameters. Yet, as Bauer et al. (27) pointed out, this
approach would be hindered by the so-called curse of
dimensionality, where the number of features (nutrients)
quickly becomes larger than the number of samples
(individuals), which often makes it difficult to distinguish real
differences from differences that occur by chance. The true
integration of omics data has been a major task in biomedical
research in recent years, and several promising bioinformatics
approaches have emerged [see Pinu et al. (67); Huang et al. (68)
for reviews].

The basic idea behind multi-omics data analysis is to combine
multiple biological features in a single analysis, in order to
simulate phenotypic and environmental complexity and
interrelatedness of biological systems as close as possible to the
true nature of things. According to de Toro-Martin et al. (69),
this includes deep phenotyping, physical activity, food behavior,
and dietary habits in combination with multi-omics data. In fact,
multi-omics data analysis might be a major driving force on the
way to personalized medicine; some progress has been made in
cancer research in particular (70), though to date none of these
tools has enough predictive power for routine clinical use. This
might be, because many tools still apply a sequential approach by
analyzing one data layer after another and integrating the results
post-analysis. As de Anda-Jauregui and Hernandez-Lemus (71)
pointed out, biological processes and phenomena are not
comprised of single, independent layers of biological features,
and therefore algorithms that can simultaneously analyze
multiple data types are preferred.

In multi-omics data analysis, an important distinction must
be made between candidate/hypothesis-driven methods and
more exploratory approaches employing dimensionality
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reduction techniques, such as principal component analysis.
While the former has a potential drawback of information loss
if the full data collected are no incorporated, the latter shows
weaknesses in integrating biological system background
knowledge. In addition, integration of non-omics data, like
clinical phenotypes and nutritional data with omics data layers
(e.g. gene variants, transcriptomes and microbiome data) is even
more challenging, due to the heterogeneity of data types, possible
interactions, and the existence of sub-phenotypes (72). To
address those points, we need complex mathematical and
bioinformatics methods [see Bersanelli et al. (73)] for a review]
and careful attention to the preparation (such as standardization
and normalization) and quality control in the different data
types. Tools evolving from the field of systems biology, like
metabolic network and pathway analysis, are incorporating
known interactions between genes, proteins, micronutritional
supply, and molecules, and can contribute significantly to the
rapidly developing field of multi-omics analysis (74).

Identifying Molecular Mechanisms

A major challenge in the identification of potential nutritional
interventions is the elucidation of the molecular mechanisms
illustrating how nutrition and specific dietary compounds
influence immunological pathways. High-throughput
technologies such as metagenomics and metabolomics have been
applied to describe quantitative associations of personal nutritional
data with metabolism, inflammation, and the microbiome in
health and disease (75-77). Yet, these associations usually do not
allow conclusions on underlying molecular mechanisms.

To investigate mechanisms, experimental model systems can
be used, which provide valuable insights into key aspects of the
molecular links between nutrition, immune system response,
microbial processes, and inflammation (78). Animal models (e.g.
mice, C. elegans) or cultures of established cell lines can be
applied to elucidate general mechanisms and to screen many
different combinations of potential influencing factors (48, 50).
However, the translation of such results to human subjects is
limited and cannot represent the heterogeneity in immune
responses among human individuals. A promising alternative
are ex vivo and in vitro model systems where biomaterial (e.g.
tissue, cells, stool) are directly sampled from human individuals.
Ex vivo and in vitro model systems enable large-scale
phenotyping experiments under controlled conditions, and
make it possible to link results directly with the individuals’
unique characteristics. Thus, such model systems are of vast
interest in precision medicine. Available and predicted future
model systems for human immunology are reviewed in detail
Wagar et al. (78).

Computer models of biochemical processes are powerful tools
for investigating the effect of nutrition on human metabolism
and gut microbial processes. Various modelling methods exists
[see Kumar et al. (79) for review], which share the common
feature that system elements, namely metabolites, proteins, and
genes, are represented in nodes within a network, where edges
represent known relationships such as biochemical
transformations, gene expression, and regulation. Thus, these

network models allow predictions about metabolic flux
distributions through metabolic networks in a given nutritional
environment including the role of individual genes and proteins
(79). The in silico simulations are vastly scalable, which enables
researchers to perform simulations for a wide range of different
scenarios (e.g. diets) as well as potential perturbations.
Furthermore, theoretical models can be parametrized based on
different data (e.g. abundance of specific proteins, transcripts,
microorganisms, diet) from human individuals in order to frame
the model to represent the individual’s conditions (50, 74).
Results obtained from in silico models are useful to generate
hypotheses about complex molecular mechanisms, which can
subsequently be scrutinized by targeted experiments.

DISCUSSION

Clinicians have always striven to provide the best recommendations
based on the patient’s characteristics and particular disease
manifestation (23). Since nutrition is an important factor with
vast impact on human health, nutritional interventions are often
considered promising components in the treatment of a wide range
of diseases. In some diseases, for which the molecular
pathophysiology is well-understood, nutritional interventions have
been proven to be highly effective, for instance in the treatment of
phenylketonuria or coeliac disease (80). It is the ambitious goal of
precision nutrition in chronic inflammation to achieve similar
success with the help of nutrition-derived biomarkers and
personalized nutritional interventions. This is a difficult task since
CIDs arise from complex gene-microbiome-environment
interactions (2) in which most underlying molecular mechanisms
remain obscure. In this review, we discussed recent studies which
address this issue and revealed nutrition’s vast and unexhausted
potential in the treatment of CIDs by elucidating its impact on
disease-related molecular pathways. Based on the applied
methodologies in the reviewed studies and the current challenges
discussed, we emphasize that future research in the field of nutrition
in precision medicine for CIDs should focus on: (i) obtaining
detailed nutritional data alongside omics-data (i.e. genomics,
metagenomics, metabolomics) in human cohort studies in clinical
contexts as well for population-level cohorts; (ii) development of
novel mathematical methods to integrate different data sources in a
systems biology framework that represents the relationship between
measured molecular features; and (iii) elucidating molecular
mechanisms describing how nutrition affects immunological
pathways, including the modulating effects of drugs and the
intestinal microbiota.

AUTHOR CONTRIBUTIONS

ML, KSchw, and SW conceptualized the review manuscript. SW
took lead in writing the manuscript with contributions by TD,
KSchl, KSchw, CKn, and JZ. All authors contributed to the article
and approved the submitted version.

Frontiers in Immunology | www.frontiersin.org

November 2020 | Volume 11 | Article 587895


https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

Demetrowitsch et al.

Precision Nutrition in Chronic Inflammation

FUNDING

The authors acknowledge the support by the Cluster of Excellence
2167 - “Precision medicine in chronic inflammation” - Deutsche
Forschungsgemeinschaft, the Collaborative Research Centre

REFERENCES

1.

2.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Eder W, Ege MJ, von Mutius E. The asthma epidemic. N Engl ] Med (2006)
355:2226-35. doi: 10.1056/nejmra054308

Renz H, von Mutius E, Brandtzaeg P, Cookson WO, Autenrieth IB, Haller D.
Gene-environment interactions in chronic inflammatory disease. Nat
Immunol (2011) 12:273-7. doi: 10.1038/ni0411-273

. Roda G, Ng SC, Kotze PG, Argollo M, Panaccione R, Spinelli A, et al. Crohn’s

disease. Nat Rev Dis Primers (2020) 6:22. doi: 10.1038/s41572-020-0156-2

. Burkitt D. Related Disease—Related Cause? Lancet (1969) 294:1229-31.

doi: 10.1016/s0140-6736(69)90757-0

. Chapman-Kiddell CA, Davies PS, Gillen L, Radford-Smith GL. Role of diet in

the development of inflammatory bowel disease. Inflamm Bowel Dis (2010)
16:137-51. doi: 10.1002/ibd.20968

. Thorburn AN, Macia L, Mackay CR. Diet, metabolites, and ®western-lifestyle

inflammatory diseases. Immunity (2014) 40:833-42. doi: 10.1016/
j.immuni.2014.05.014

. Zinocker M, Lindseth I. The western diet-microbiome-host interaction and

its role in metabolic disease. Nutrients (2018) 10:365. doi: 10.3390/
nul0030365

. Vaahtovio J, Munukka E, Korkeamiki M, Luukkainen R, Toivanen P. Fecal

microbiota in early rheumatoid arthritis. ] Rheumatol (2008) 35:1500-5.

. Costello M-E, Ciccia F, Willner D, Warrington N, Robinson PC, Gardiner B,

et al. Brief report: Intestinal dysbiosis in ankylosing spondylitis. Arthritis
Rheumatol (2015) 67:686-91. doi: 10.1002/art.38967

Aden K, Rehman A, Waschina S, Pan W-H, Walker A, Lucio M, et al.
Metabolic functions of gut microbes associate with efficacy of tumor necrosis
factor antagonists in patients with inflammatory bowel diseases.
Gastroenterology (2019) 157:1279-1292.e11. doi: 10.1053/.gastro.2019.07.025
Alam MT, Amos GCA, Murphy ARJ, Murch S, Wellington EMH,
Arasaradnam RP. Microbial imbalance in inflammatory bowel disease
patients at different taxonomic levels. Gut Pathog (2020) 12:1. doi: 10.1186/
$13099-019-0341-6

Jobin K, Stumpf NE, Schwab S, Eichler M, Neubert P, Rauh M, et al. A high-salt diet
compromises antibacterial neutrophil responses through hormonal perturbation. Sci
Trans Med (2020) 12:eaay3850. doi: 10.1126/scitranslmed.aay3850

Liu L, Jiang R, Lonnerdal B. Assessment of bioactivities of the human milk
lactoferrin-osteopontin complex in vitro. J Nutr Biochem (2019) 69:10-8.
doi: 10.1016/j.jnutbio.2019.03.016

Smith PM, Howitt MR, Panikov N, Michaud M, Gallini CA, Bohlooly-Y M,
et al. The microbial metabolites, short-chain fatty acids, regulate colonic treg
cell homeostasis. Science (2013) 341:569-73. doi: 10.1126/science.1241165
Pareek S, Kurakawa T, Das B, Motooka D, Nakaya S, Rongsen-Chandola T,
et al. Comparison of japanese and indian intestinal microbiota shows diet-
dependent interaction between bacteria and fungi. NPJ Biofilms Microbiomes
(2019) 5:37. doi: 10.1038/s41522-019-0110-9

Assa A, Matar M, Turner D, Broide E, Weiss B, Ledder O, et al. Proactive
monitoring of adalimumab trough concentration associated with increased
clinical remission in children with crohn’s disease compared with reactive
monitoring. Gastroenterology (2019) 157:985-96.¢2. doi: 10.1053/j.gastro.
2019.06.003

Muratore F, Boiardi L, Restuccia G, Cavazza A, Catanoso M, Macchioni P,
et al. Relapses and long-term remission in large vessel giant cell arteritis in
northern italy: Characteristics and predictors in a long-term follow-up study.
Semin Arthritis Rheum (2020) 50:549-58. doi: 10.1016/j.semarthrit.
2020.04.004

Franke A, McGovern DPB, Barrett JC, Wang K, Radford-Smith GL, Ahmad T,
et al. Genome-wide meta-analysis increases to 71 the number of confirmed
crohn’s disease susceptibility loci. Nat Genet (2010) 42:1118-25. doi: 10.1038/
ng.717

CRC1182 "Origin and Function of Metaorganisms", and the
Research Unit FOR5042 "miTarget - The Microbiome as a
Target in Inflammatory Bowel Diseases". The funders had no
role in study design, data collection and analysis, decision to
publish, or preparation of the manuscript.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Ellinghaus D, Jostins L, Spain SL, Cortes A, Bethune J, Han B, et al. Analysis of
five chronic inflammatory diseases identifies 27 new associations and
highlights disease-specific patterns at shared loci. Nat Genet (2016) 48:510-8.
doi: 10.1038/ng.3528

Quévrain E, Maubert M-A, Chain F, Marquant R, Kharrat P, Carlier L, et al.
OPO018 identification of an anti-inflammatory protein from faecalibacterium
prausnitzii, a deficient commensal bacteria implicated in crohn’s disease.
J Crohn’s Colitis (2014) 8:S10-1. doi: 10.1016/s1873-9946(14)60019-2

Ding NS, McDonald JAK, Perdones-Montero A, Rees DN, Adegbola SO,
Misra R, et al. Metabonomics and the gut microbiome associated with primary
response to anti-TNF therapy in crohn’s disease. ] Crohn’s Colitis (2020)
14:1090-102. doi: 10.1093/ecco-jcc/jjaa039

Schleidgen S, Klingler C, Bertram T, Rogowski WH, Marckmann G. What is
personalized medicine: sharpening a vague term based on a systematic
literature review. BMC Med Ethics (2013) 14:55. doi: 10.1186/1472-6939-14-55
Snyder M. Genomics and Personalized Medicine - What Everyone Needs to
Know. New York: Oxford University Press (2016).

Kussmann M, Blum S. OMICS-derived targets for inflammatory gut
disorders: Opportunities for the development of nutrition related
biomarkers. Endocrine Metab Immune Disorders-Drug Targets (2007)
7:271-87. doi: 10.2174/187153007782794317

Kosorok MR, Laber EB. Precision medicine. Annu Rev Stat Its Appl (2019)
6:263-86. doi: 10.1146/annurev-statistics-030718-105251

Forbes A, Escher J, Hébuterne X, Klek S, Krznaric Z, Schneider S, et al. ESPEN
guideline: Clinical nutrition in inflammatory bowel disease. Clin Nutr (2017)
36:321-47. doi: 10.1016/j.cInu.2016.12.027

Bauer DC, Gaft C, Dinger ME, Caramins M, Buske FA, Fenech M, et al.
Genomics and personalised whole-of-life healthcare. Trends Mol Med (2014)
20:479-86. doi: 10.1016/j.molmed.2014.04.001

Andersen V, Holmskov U, Sgrensen S, Jawhara M, Andersen K, Bygum A, et al. A
proposal for a study on treatment selection and lifestyle recommendations in
chronic inflammatory diseases: A danish multidisciplinary collaboration on
prognostic factors and personalised medicine. Nutrients (2017) 9:499.
doi: 10.3390/nu9050499

Christensen R, Heitmann BL, Andersen KW, Nielsen OH, Serensen SB,
Jawhara M, et al. Impact of red and processed meat and fibre intake on
treatment outcomes among patients with chronic inflammatory diseases:
protocol for a prospective cohort study of prognostic factors and personalised
medicine. BMJ Open (2018) 8:e018166. doi: 10.1136/bmjopen-2017-018166
Danese S, Sans M, Fiocchi C. Inflammatory bowel disease: the role of
environmental factors. Autoimmun Rev (2004) 3:394-400. doi: 10.1016/
j-autrev.2004.03.002

Nguyen GC, Munsell M, Harris ML. Nationwide prevalence and prognostic
significance of clinically diagnosable protein-calorie malnutrition in
hospitalized inflammatory bowel disease patients. Inflamm Bowel Dis (2008)
14:1105-11. doi: 10.1002/ibd.20429

Ropelato RV, Kotze PG, Junior IF, Dadan DD, Miranda EF. Postoperative
mortality in inflammatory bowel disease patients. ] Coloproctol (2017) 37:116—
22. doi: 10.1016/j.jcol.2017.01.001

Thompson FE, Subar AF. “Dietary assessment methodology”. In: Nutrition in
the Prevention and Treatment of Disease. San Diego, CA: Academic Press
(2017). p. 5-48. doi: 10.1016/b978-0-12-802928-2.00001-1

Zeevi D, Korem T, Zmora N, Israeli D, Rothschild D, Weinberger A, et al.
Personalized nutrition by prediction of glycemic responses. Cell (2015)
163:1079-94. doi: 10.1016/j.cell.2015.11.001

Marino E, Richards JL, McLeod KH, Stanley D, Yap YA, Knight J, et al. Gut
microbial metabolites limit the frequency of autoimmune t cells and protect
against type 1 diabetes. Nat Immunol (2017) 18:552-62. doi: 10.1038/ni.3713
Patnode ML, Beller ZW, Han ND, Cheng J, Peters SL, Terrapon N, et al.
Interspecies competition impacts targeted manipulation of human gut

Frontiers in Immunology | www.frontiersin.org

November 2020 | Volume 11 | Article 587895


https://doi.org/10.1056/nejmra054308
https://doi.org/10.1038/ni0411-273
https://doi.org/10.1038/s41572-020-0156-2
https://doi.org/10.1016/s0140-6736(69)90757-0
https://doi.org/10.1002/ibd.20968
https://doi.org/10.1016/j.immuni.2014.05.014
https://doi.org/10.1016/j.immuni.2014.05.014
https://doi.org/10.3390/nu10030365
https://doi.org/10.3390/nu10030365
https://doi.org/10.1002/art.38967
https://doi.org/10.1053/j.gastro.2019.07.025
https://doi.org/10.1186/s13099-019-0341-6
https://doi.org/10.1186/s13099-019-0341-6
https://doi.org/10.1126/scitranslmed.aay3850
https://doi.org/10.1016/j.jnutbio.2019.03.016
https://doi.org/10.1126/science.1241165
https://doi.org/10.1038/s41522-019-0110-9
https://doi.org/10.1053/j.gastro.2019.06.003
https://doi.org/10.1053/j.gastro.2019.06.003
https://doi.org/10.1016/j.semarthrit.2020.04.004
https://doi.org/10.1016/j.semarthrit.2020.04.004
https://doi.org/10.1038/ng.717
https://doi.org/10.1038/ng.717
https://doi.org/10.1038/ng.3528
https://doi.org/10.1016/s1873-9946(14)60019-2
https://doi.org/10.1093/ecco-jcc/jjaa039
https://doi.org/10.1186/1472-6939-14-55
https://doi.org/10.2174/187153007782794317
https://doi.org/10.1146/annurev-statistics-030718-105251
https://doi.org/10.1016/j.clnu.2016.12.027
https://doi.org/10.1016/j.molmed.2014.04.001
https://doi.org/10.3390/nu9050499
https://doi.org/10.1136/bmjopen-2017-018166
https://doi.org/10.1016/j.autrev.2004.03.002
https://doi.org/10.1016/j.autrev.2004.03.002
https://doi.org/10.1002/ibd.20429
https://doi.org/10.1016/j.jcol.2017.01.001
https://doi.org/10.1016/b978-0-12-802928-2.00001-1
https://doi.org/10.1016/j.cell.2015.11.001
https://doi.org/10.1038/ni.3713
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

Demetrowitsch et al.

Precision Nutrition in Chronic Inflammation

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

bacteria by fiber-derived glycans. Cell (2019) 179:59-73.e13. doi: 10.1016/
j.cell.2019.08.011

Effenberger M, Reider S, Waschina S, Bronowski C, Enrich B, Adolph TE, et al.
Microbial butyrate synthesis indicates therapeutic efficacy of azathioprine in
IBD patients. ] Crohn’s Colitis (2020) jjaal52. doi: 10.1093/ecco-jcc/jjaal52
Chaput N, Lepage P, Coutzac C, Soularue E, Roux KL, Monot C, et al. Baseline
gut microbiota predicts clinical response and colitis in metastatic melanoma
patients treated with ipilimumab. Ann Oncol (2017) 28:1368-79. doi: 10.1093/
annonc/mdx108

Vetizou M, Pitt JM, Daillere R, Lepage P, Waldschmitt N, Flament C, et al.
Anticancer immunotherapy by CTLA-4 blockade relies on the gut microbiota.
Science (2015) 350:1079-84. doi: 10.1126/science.aad1329

Dillon SM, Kibbie J, Lee EJ, Guo K, Santiago ML, Austin GL, et al. Low
abundance of colonic butyrate-producing bacteria in HIV infection is
associated with microbial translocation and immune activation. AIDS
(2017) 31:511-21. doi: 10.1097/qad.0000000000001366

Lu W, Feng Y, Jing F, Han Y, Lyu N, Liu F, et al. Association between gut
microbiota and CD4 recovery in HIV-1 infected patients. Front Microbiol
(2018) 9:1451. doi: 10.3389/fmicb.2018.01451

Furusawa Y, Obata Y, Fukuda S, Endo TA, Nakato G, Takahashi D, et al.
Commensal microbe-derived butyrate induces the differentiation of colonic
regulatory t cells. Nature (2013) 504:446-50. doi: 10.1038/naturel12721
Arpaia N, Campbell C, Fan X, Dikiy S, van der Veeken J, deRoos P, et al.
Metabolites produced by commensal bacteria promote peripheral regulatory
t-cell generation. Nature (2013) 504:451-5. doi: 10.1038/nature12726

Pan W-H, Sommer F, Falk-Paulsen M, Ulas T, Best P, Fazio A, et al. Exposure
to the gut microbiota drives distinct methylome and transcriptome changes in
intestinal epithelial cells during postnatal development. Genome Med (2018)
10:27. doi: 10.1186/s13073-018-0534-5

Li Q, Cao L, Tian Y, Zhang P, Ding C, Lu W, et al. Butyrate suppresses the
proliferation of colorectal cancer cells via targeting pyruvate kinase m2 and
metabolic reprogramming. Mol Cell Proteomics (2018) 17:1531-45. doi:
10.1074/mcp.ra118.000752

Treuren WV, Dodd D. Microbial contribution to the human metabolome:
Implications for health and disease. Annu Rev Pathol: Mech Dis (2020)
15:345-69. doi: 10.1146/annurev-pathol-020117-043559

Zmora N, Zeevi D, Korem T, Segal E, Elinav E. Taking it personally:
Personalized utilization of the human microbiome in health and disease.
Cell Host Microbe (2016) 19:12-20. doi: 10.1016/j.chom.2015.12.016
Zimmermann M, Zimmermann-Kogadeeva M, Wegmann R, Goodman AL.
Mapping human microbiome drug metabolism by gut bacteria and their
genes. Nature (2019) 570:462-7. doi: 10.1038/s41586-019-1291-3

Javdan B, Lopez ]G, Chankhamjon P, Lee Y-CJ, Hull R, Wu Q, et al
Personalized mapping of drug metabolism by the human gut microbiome.
Cell (2020) 181:1661-79.e22. doi: 10.1016/j.cell.2020.05.001

Pryor R, Norvaisas P, Marinos G, Best L, Thingholm LB, Quintaneiro LM, et al.
Host-microbe-drug-nutrient screen identifies bacterial effectors of metformin
therapy. Cell (2019) 178:1299-312.€29. doi: 10.1016/j.cell.2019.08.003
Hashimoto T, Perlot T, Rehman A, Trichereau J, Ishiguro H, Paolino M, et al.
ACE2 links amino acid malnutrition to microbial ecology and intestinal
inflammation. Nature (2012) 487:477-81. doi: 10.1038/nature11228
Fangmann D, Theismann E-M, Tiirk K, Schulte DM, Relling I, Hartmann K,
et al. Targeted microbiome intervention by microencapsulated delayed-release
niacin beneficially affects insulin sensitivity in humans. Diabetes Care (2017)
41:398-405. doi: 10.2337/dc17-1967

Charbonneau MR, O’Donnell D, Blanton LV, Totten SM, Davis JC, Barratt
M]J, et al. Sialylated milk oligosaccharides promote microbiota-dependent
growth in models of infant undernutrition. Cell (2016) 164:859-71.
doi: 10.1016/j.cell.2016.01.024

Cowardin CA, Ahern PP, Kung VL, Hibberd MC, Cheng J, Guruge JL, et al.
Mechanisms by which sialylated milk oligosaccharides impact bone biology in
a gnotobiotic mouse model of infant undernutrition. Proc Natl Acad Sci
(2019) 201821770. doi: 10.1073/pnas.1821770116

Schwarzer M, Makki K, Storelli G, Machuca-Gayet I, Srutkova D, Hermanova P,
et al. Lactobacillus plantarum strain maintains growth of infant mice during
chronic undernutrition. Science (2016) 351:854-7. doi: 10.1126/science.aad8588
Gehrig JL, Venkatesh S, Chang H-W, Hibberd MC, Kung VL, Cheng J, et al.
Effects of microbiota-directed foods in gnotobiotic animals and

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

undernourished children. Science (2019) 365(6449):eaaud732. doi: 10.1126/
science.aau4732

Mostafa I, Nahar NN, Islam MM, Huq S, Mustafa M, Barratt M, et al. Proof-
of-concept study of the efficacy of a microbiota-directed complementary food
formulation (MDCEF) for treating moderate acute malnutrition. BMC Public
Health (2020) 20:242. doi: 10.1186/s12889-020-8330-8

Gopel W, Drese ], Rausch TK, Twisselmann N, Bohnhorst B, Miiller A, et al.
Necrotizing enterocolitis and high intestinal iron uptake due to genetic
variants. Pediatr Res (2017) 83:57-62. doi: 10.1038/pr.2017.195

Reshef A, Epstein LM. Reliability of a dietary questionnaire. Am ] Clin Nutr
(1972) 25:91-5. doi: 10.1093/ajcn/25.1.91

Dao MC, Subar AF, Warthon-Medina M, Cade JE, Burrows T, Golley RK,
et al. Dietary assessment toolkits: an overview. Public Health Nutr (2018)
22:404-18. doi: 10.1017/s1368980018002951

Schink M, Mirsch HS, Dieterich W, Schwappacher R, Atreya R, Neurath MF,
et al. Dietary habits and nutrient intake in patients with inflammatory bowel
disease. ] Nutr Food Sci (2017) 7:6. doi: 10.4172/2155-9600.1000642
Strimbu K, Tavel JA. What are biomarkers? Curr Opin HIV AIDS (2010)
5:463-6. doi: 10.1097/coh.0b013e32833ed177

Brouwer-Brolsma EM, Brennan L, Drevon CA, van Kranen H, Manach C,
Dragsted LO, et al. Combining traditional dietary assessment methods with
novel metabolomics techniques: present efforts by the food biomarker
alliance. Proc Nutr Soc (2017) 76:619-27. doi: 10.1017/s0029665117003949
Guasch-Ferre M, Bhupathiraju SN, Hu FB. Use of metabolomics in improving
assessment of dietary intake. Clin Chem (2018) 64:82-98. doi: 10.1373/
clinchem.2017.272344

Wishart D. "Systems biology resource arising from the Human Metabolome
Project”. In: Suhre K. (eds) Genetics meets metabolomics. New York, NY:
Springer (2012). p. 157-75. doi: 10.1007/978-1-4614-1689-0_11

Dataset US Department of Agriculture, A. R. S. Fooddata central. (2019).
Available at: https://fdc.nal.usda.gov/.

Pinu FR, Beale DJ, Paten AM, Kouremenos K, Swarup S, Schirra HJ, et al.
Systems biology and multi-omics integration: Viewpoints from the
metabolomics research community. Metabolites (2019) 9:76. doi: 10.3390/
metabo9040076

Huang S, Chaudhary K, Garmire LX. More is better: Recent progress in multi-
omics data integration methods. Front Genet (2017) 8:84. doi: 10.3389/
fgene.2017.00084

de Toro-Martin J, Arsenault B, Despreés J-P, Vohl M-C. Precision nutrition: A
review of personalized nutritional approaches for the prevention and
management of metabolic syndrome. Nutrients (2017) 9:913. doi: 10.3390/
nu9080913

Yoo BC, Kim K-H, Woo SM, Myung JK. Clinical multi-omics strategies for
the effective cancer management. J Proteomics (2018) 188:97-106.
doi: 10.1016/j.jprot.2017.08.010

de Anda-Jauregui G, Hernandez-Lemus E. Computational oncology in the
multi-omics era: State of the art. Front Oncol (2020) 10:423. doi: 10.3389/
fonc.2020.00423

de Maturana EL, Alonso L, Alarcon P, Martin-Antoniano IA, Pineda S, Piorno
L, et al. Challenges in the integration of omics and non-omics data. Genes
(2019) 10:238. doi: 10.3390/genes10030238

Bersanelli M, Mosca E, Remondini D, Giampieri E, Sala C, Castellani G, et al.
Methods for the integration of multi-omics data: mathematical aspects. BMC
Bioinf (2016) 17:S15. doi: 10.1186/s12859-015-0857-9

Thiele I, Sahoo S, Heinken A, Hertel J, Heirendt L, Aurich MK, et al.
Personalized whole-body models integrate metabolism, physiology, and the
gut microbiome. Mol Syst Biol (2020) 16:e8982. doi: 10.15252/msb.20198982
Yatsunenko T, Rey FE, Manary M]J, Trehan I, Dominguez-Bello MG,
Contreras M, et al. Human gut microbiome viewed across age and
geography. Nature (2012) 486:222-7. doi: 10.1038/nature11053

Claesson MJ, Jeffery IB, Conde S, Power SE, O’Connor EM, Cusack S, et al.
Gut microbiota composition correlates with diet and health in the elderly.
Nature (2012) 488:178-84. doi: 10.1038/nature11319

Laursen MF, Bahl MII, Michaelsen KF, Licht TR. First foods and gut microbes.
Front Microbiol (2017) 8:356. doi: 10.3389/fmicb.2017.00356

Wagar LE, DiFazio RM, Davis MM. Advanced model systems and tools for
basic and translational human immunology. Genome Med (2018) 10:73.
doi: 10.1186/s13073-018-0584-8

Frontiers in Immunology | www.frontiersin.org

November 2020 | Volume 11 | Article 587895


https://doi.org/10.1016/j.cell.2019.08.011
https://doi.org/10.1016/j.cell.2019.08.011
https://doi.org/10.1093/ecco-jcc/jjaa152
https://doi.org/10.1093/annonc/mdx108
https://doi.org/10.1093/annonc/mdx108
https://doi.org/10.1126/science.aad1329
https://doi.org/10.1097/qad.0000000000001366
https://doi.org/10.3389/fmicb.2018.01451
https://doi.org/10.1038/nature12721
https://doi.org/10.1038/nature12726
https://doi.org/10.1186/s13073-018-0534-5
https://doi.org/10.1074/mcp.ra118.000752
https://doi.org/10.1146/annurev-pathol-020117-043559
https://doi.org/10.1016/j.chom.2015.12.016
https://doi.org/10.1038/s41586-019-1291-3
https://doi.org/10.1016/j.cell.2020.05.001
https://doi.org/10.1016/j.cell.2019.08.003
https://doi.org/10.1038/nature11228
https://doi.org/10.2337/dc17-1967
https://doi.org/10.1016/j.cell.2016.01.024
https://doi.org/10.1073/pnas.1821770116
https://doi.org/10.1126/science.aad8588
https://doi.org/10.1126/science.aau4732
https://doi.org/10.1126/science.aau4732
https://doi.org/10.1186/s12889-020-8330-8
https://doi.org/10.1038/pr.2017.195
https://doi.org/10.1093/ajcn/25.1.91
https://doi.org/10.1017/s1368980018002951
https://doi.org/10.4172/2155-9600.1000642
https://doi.org/10.1097/coh.0b013e32833ed177
https://doi.org/10.1017/s0029665117003949
https://doi.org/10.1373/clinchem.2017.272344
https://doi.org/10.1373/clinchem.2017.272344
https://doi.org/10.1007/978-1-4614-1689-0_11
https://fdc.nal.usda.gov/
https://doi.org/10.3390/metabo9040076
https://doi.org/10.3390/metabo9040076
https://doi.org/10.3389/fgene.2017.00084
https://doi.org/10.3389/fgene.2017.00084
https://doi.org/10.3390/nu9080913
https://doi.org/10.3390/nu9080913
https://doi.org/10.1016/j.jprot.2017.08.010
https://doi.org/10.3389/fonc.2020.00423
https://doi.org/10.3389/fonc.2020.00423
https://doi.org/10.3390/genes10030238
https://doi.org/10.1186/s12859-015-0857-9
https://doi.org/10.15252/msb.20198982
https://doi.org/10.1038/nature11053
https://doi.org/10.1038/nature11319
https://doi.org/10.3389/fmicb.2017.00356
https://doi.org/10.1186/s13073-018-0584-8
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

Demetrowitsch et al.

Precision Nutrition in Chronic Inflammation

79. Kumar M, Ji B, Zengler K, Nielsen J. Modelling approaches for studying the
microbiome. Nat Microbiol (2019) 4:1253-67. doi: 10.1038/s41564-019-0491-9

80. Ordovas JM, Corella D. Nutritional genomics. Annu Rev Genomics Hum
Genet (2004) 5:71-118. doi: 10.1146/annurev.genom.5.061903.180008

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2020 Demetrowitsch, Schlicht, Knappe, Zimmermann, Jensen-Kroll,
Pisarevskaja, Brix, Brandes, Geisler, Marinos, Sommer, Schulte, Kaleta, Andersen,
Laudes, Schwarz and Waschina. This is an open-access article distributed under the
terms of the Creative Commons Attribution License (CC BY). The use, distribution or
reproduction in other forums is permitted, provided the original author(s) and the
copyright owner(s) are credited and that the original publication in this journal is
cited, in accordance with accepted academic practice. No use, distribution or
reproduction is permitted which does not comply with these terms.

Frontiers in Immunology | www.frontiersin.org

November 2020 | Volume 11 | Article 587895


https://doi.org/10.1038/s41564-019-0491-9
https://doi.org/10.1146/annurev.genom.5.061903.180008
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

	Precision Nutrition in Chronic Inflammation
	Introduction
	Nutrition and Prescriptive Biomarkers
	Personalized Nutritional Interventions
	Challenges and Potential Solutions
	Precision in Dietary Assessment
	Nutrition and the Curse of Dimensionality
	Identifying Molecular Mechanisms

	Discussion
	Author Contributions
	Funding
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


