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The prevalence of obesity, a disease considered a serious public health
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problem, is increasing globally. In Portugal, almost half of the population
is overweight and close to one million adults suffer from obesity. Known
as a risk factor for the development of cardiovascular disease and
diabetes, obesity is associated with chronic inflammation in fat tissues.
New strategies to fight this disease are needed. Therefore, a deeper
understanding of the mechanisms involved in metabolic deregulation are
critical to approach the obesity problem.

To Colin Adrain, principal investigator of the research group, "it is
important to understand the fundamental mechanisms underlying how
metabolic dysregulation occurs." Adrain added that during the research
they found that "iRhom2 protein is strongly present in metabolic tissues
and organs, which made us decide to study the role of iRhom2 in obesity
in more detail."

The paper, now published in the Molecular Metabolism journal,
demonstrates how the researchers reached these results: they used an 
animal model, comparing groups with iRhom2 deletion to controls, and
feeding them with normal diet versus a high fat diet.

Surprisingly, they found that during obesity, iRhom2 protein levels
increase specifically in brown adipose tissue in obese animals compared
to controls. Following up on this, they found that, on a high fat diet, the
animals lacking iRhom2 protein were metabolically more healthy than
their wild type counterparts.

Marina Badenes, a researcher and the main author of the paper, explains
that "the deletion of iRhom2 led to enhanced energy consumption in
adipose tissue, which protected animals from fat accumulation and
inflammation, fatty liver and insulin resistance when the animals were
placed on a diet that predisposed them to obesity." Furthermore, the
researchers found that "at the cellular level deletion of iRhom2 leads to
an increase in thermogenesis (heat production) in brown adipose tissue.
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Thermogenesis in brown adipose tissue is an important physiological
mechanism to consume excess body energy."

Interestingly, no deleterious side effects were found in the animals with
iRhom2 deletion, indicating that blocking iRhom2 may potentially be
beneficial in the treatment of obesity and associated complications.
Researchers intend to continue the project to further understand the
mechanisms and cell types involved in the iRhom2 control of obesity.
They also want to find out the specific targets involved in the protection
against obesity associated with loss of iRhom2.

  More information: Marina Badenes et al, Deletion of iRhom2
protects against diet-induced obesity by increasing thermogenesis, 
Molecular Metabolism (2019). DOI: 10.1016/j.molmet.2019.10.006
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