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Inflammation: More Evidence to Resolve Controversies

H ost immune responses and the gut microbiota are
tightly connected and collectively contribute to the
regulation of metabolic homeostasis. Disturbance of this
interplay is implicated in the development of the metabolic
syndrome, a multifactorial condition characterized by in-
sulin resistance, dysglycemia, hypercholesterolemia, hyper-
tension, and hepatic steatosis. The underlying pathogenic
mechanisms are complex and not completely understood;
however, obesity or visceral adiposity stands as a primary
trigger, driven by complex cellular mechanisms of de novo
lipogenesis and insulin resistance. A main risk factor for
obesity-associated metabolic syndrome is chronic con-
sumption of low-fiber, high-fat Western-style diet (WSD).
WSD is known to modulate host immunity to promote in-
flammatory processes in a variety of organs including gut,
liver, and fat tissue. Macrophage polarization toward M1
phenotypes seems to play an important role in developing
systemic inflammation. In addition, gut microbiota compo-
sition changes rapidly in response to dietary modification,
and shifts in bacterial composition and function, often
referred to as dysbiosis, have been described in patients
with metabolic disease, suggesting that the influx of detri-
mental bacterial products or changes in bacterial meta-
bolism promote chronic “low-grade” tissue inflammation. A
decade ago, the scientific community started to unravel the
complex role of gut microbial triggers in promoting obesity-
associated metabolic disorders.!

In this issue, Tran et al” focus on studying the contri-
bution of the gut microbiota and the downstream inflam-
matory signaling pathways in WSD-induced adipose tissue
inflammation and metabolic disturbances. To confirm the
relevance of gut bacteria to host phenotype, the authors
used 3 approaches to modulate the microbiota composi-
tion, namely germ-free mice, conventional mice treated
with antibiotics, and ex-germ-free mice colonized with the
previously characterized 8-member minimal consortium,
altered Schaedler Flora (ASF), known to mimic normal gut
microbiota physiology. Interestingly, absence of microbiota
resulted in the amelioration of metabolic disturbances
such as dysglycemia and elevated serum cholesterol levels,
as well as inflammation. In contrast to the first observa-
tions from Gordon and colleagues in germ-free mice
demonstrating that the development of obesity requires
the presence of gut bacteria,®>* Gewirtz and colleagues now
confirmed recent studies that the absence of complex mi-
crobial communities did not reduce WSD-induced weight
gain or adiposity.” However, microbiota eradication
reduced innate immune cell infiltrates and pro-
inflammatory cytokine expression in antibiotic-treated
and germ-free mice. Furthermore, ASF and germ-free

mice showed reduced levels of adipose tissue macro-
phages. With this put together, the authors provide solid
evidence that WSD-induced adipose inflammation requires
the presence of complex gut microbiota. To address the
transmissibility of the inflammatory phenotype associated
with the WSD-conditioned microbiota, the authors
compared ex-germ-free mice transplanted with WSD-
conditioned or chow diet-conditioned gut microbiota and
subsequently maintained on chow diet. The transfer of
WSD-conditioned microbiota did not recapitulate the
phenotype in gnotobiotic mice, which could be explained
by the insufficiency of microbial dysbiosis in driving the
phenotype, or that WSD-dysbiotic microbial communities
rapidly change when colonized mice are exposed to chow
diet. To test a postulation for an alternative mechanism of
WSD-induced metabolic disturbances, the authors studied
influence of WSD in MyD88 knockout mice, where global
toll-like receptor (TLR) signaling is dysfunctional. Inter-
estingly, loss of TLR signaling protected the mice from
WSD-induced inflammation, confirming the relevance of
microbiota and molecules or products thereof in activating
innate immune signaling pathways and in driving
inflammation.

In light of these findings and the question of how
microbiome-diet interactions impact host metabolism, the
contribution of microbial signals is inevitable, but the
cellular and mechanistic integration of these signals remains
controversial. Although Tran et al supported the hypothesis
that gut-related microbial signals activate peripheral tissue
inflammation, the leaky gut syndrome with impaired
epithelial barrier function remains unresolved in this study.
Translocation of structural components of the gut micro-
biota, such as lipopolysaccharide, the major component of
cell wall membrane in gram-negative bacteria, can activate
innate immune signaling cascades leading to macrophage
accumulation in adipose tissue and inflammation. This
phenomenon is frequently referred to as systemic endo-
toxemia; however, the mechanisms of lipopolysaccharide
translocation and distribution along the gut-liver axis lead-
ing to clinically relevant blood endotoxin levels are still not
completely understood.®) Furthermore, microbiome-diet
interactions lead to the generation of bioactive secondary
metabolites such as short chain fatty acids or secondary bile
acids, which are known to modulate gut barrier integrity
and metabolic homeostasis.”® Finally, the composition of
energy dense foods is diverse, potentially exerting different
metabolic responses in the host. For example, germ-free
mice are resistant to diet-induced obesity when fed a
cholesterol-rich, lard-based high-fat diet, whereas germ-free
mice on a palm oil-based, high-fat diet developed obesity,
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suggesting microbiota independent mechanisms on energy
expenditure and subsequent weight gain.” In addition, lard-
based and palm oil-based fats have different effects on gut
microbiota composition. Thus, obesity and obesity-
associated metabolic dysfunction depend on complex in-
teractions of diet, the intestinal milieu harboring a pleiot-
ropy of different microbes and metabolites, as well as host
functions, such as gut barrier regulation and immune acti-
vation locally as well as in peripheral organs. The relative
contribution of these different mechanisms is still not clear
and remains to be elucidated.

In summary, the work by Tran et al is a valuable addition
to the currently conflicting reports on microbiome and
metabolic disorders. Using different approaches to ablate
gut microbiota improved the resolution of the required
community complexity and proved that gut microbiome
contributes to disease manifestation. Furthermore, the loss
of TLR signaling proved that WSD-induced adiposity and
inflammation required the interaction of gut microbiome
with the dietary components that trigger downstream
signaling. This work adds another piece to the puzzle and in
the long run may help provide a deeper mechanistic un-
derstanding of gut microbiota functions and the modulatory
activities of their bioactive metabolites. Ultimately, this will
enhance our conception of microbiome-driven pathologies
and suggest new approaches for treatment of patients with
metabolic diseases.
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