LETTER TO THE EDITOR

Authors' reply: The
Association Between
Visceral Adipose Tissue
and Stricturing Crohn’s
Disease Behavior, Fecal
Calprotectin and Quality
of Life

We thank Cong Dai et al for their let-
ter, which emphasises the importance
of further research into the pathophys-
iology and clinical significance of vis-
ceral adipose tissue (VAT) in Crohn’s
disease (CD).

It is now well established that VAT
is not merely an innocent bystander in
CD.! The etiology of VAT accumula-
tion in CD is poorly elucidated but is
likely to be multifactorial, influenced
by genetic factors, gut permeability,
microbial translocation, and clinical
factors including medications.>? VAT
secretes adipocytokines, both inflam-
matory (Interleukin-6 and tumor
necrosis factor alpha) and anti-inflam-
matory (adiponectin), which may alter
immune responses at the luminal inter-
face. Mesenteric hypertrophy is thought
to be a “protective” mechanism in the
setting of increased gut permeability
associated with chronic inflammation.
Although bacterial infiltration is likely
to be a key determinate of VAT differ-
entiation, whether VAT acts as a chronic
microbial reservoir in CD is unclear.?
Further research is required to explore
the complex interaction between VAT,
the mucosal immune system, and the
gut microbiome.

In our study, VAT was associated
with stricturing CD behavior, prospec-
tive disease activity, and quality of life
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in a disease distribution—dependent
manner.* Although enticing, further
data are required before VAT may be
proclaimed as a useful biomarker in
clinical practice. Existing studies are
conflicting and limited by small sample
size, retrospective methodology, and
heterogeneous techniques of VAT mea-
surement. VAT may be influenced by
multiple factors including age, gender,
and prior abdominal surgery. Although
not evident in our study, medications
may also influence VAT, including
anti-tumor necrosis alpha therapy and
corticosteroids. A better understanding
of VAT in CD will require large pro-
spective and well-phenotyped cohort
studies, optimally with evaluation of
VAT metrics from diagnosis.

The prospect of future thera-
pies targeting VAT in CD is exciting.
Infliximab has been shown to increase
circulating adiponectin, which may con-
tribute to the response to induction ther-
apy.’ On the other hand, VAT volume
has also been associated with response
to infliximab therapy, with lower VAT
volumes associated with higher rates of
attainment of mucosal healing in CD.*
It has also been proposed that meso-
colic excision of VAT may reduce the
risk of postoperative CD recurrence.’
Further studies are required not only to
understand the bidirectional influence
of current therapies on VAT but also
to explore potential therapeutic path-
ways targeting VAT, which may act by
potentiating production of anti-inflam-
matory adipocytokines.

Beyond its impact of CD phe-
notype, the broader clinical signifi-
cance of VAT needs to be recognized.
Independent of body mass index, VAT
accumulation is a strong risk factor for
incident cardiovascular and metabolic
disease, as it has a distinct metabolic
profile to subcutaneous fat.! In the
quest to ameliorate inflammation in
CD, it would be a shame to overlook
risk factors for cardiovascular disease,
an emergent cause of morbidity in this
cohort.’
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