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Letter to the Editor: Optimizing MASLD treatment—A
“lead-in phase” before resmetirom

To the editor,

We read with great interest the recent practical guide-
line by Chen VL et al. on resmetirom,!"! the first drug
approved for patients with metabolic dysfunction-
associated steatotic liver disease (MASLD). While the
histological benefits of resmetirom are promising, they
are modest, highlighting the need for a comprehensive
treatment strategy that includes lifestyle changes (LSC)
and comorbidity management, as noted in the
guideline.l"!

LSC, through diet and exercise, remain the corner-
stone of MASLD treatment. Indeed, weight loss through
LSC significantly reduces steatosis, inflammation, and
fibrosis.2l. Even with the advent of pharmacological
treatments like Resmetirom, LSC will remain essential
for optimizing outcomes and reducing the risk of
comorbidities. Additionally, alcohol consumption, even
in small amounts, contributes to liver fibrosis
progression,®l emphasinzing the need for complete
abstinence. Addressing comorbidities, particularly obe-
sity, type 2 diabetes mellitus (T2DM), and dyslipidemia,
is also critical, as these conditions contribute to disease
progression. Some antidiabetic drugs, such as sem-
aglutide and tirzepatide, have demonstrated efficacy in
reducing steatohepatitis.[*® Managing obesity, improv-
ing glycemic control, and normalizing the lipid profile not
only benefit these conditions but also significantly
improve MASLD outcomes and slow disease
progression.

We propose incorporating a preliminary or “lead-in
phase” in MASLD treatment, focusing on LSC, alcohol
cessation, and optimization of cardiometabolic factors
before initiating MASLD-specific drugs. Similar
approaches in chronic conditions like arterial hyper-
tension and T2DM have shown significant benefits. This
phase could improve insulin sensitivity, reduce hepatic
steatosis, and enhance the patient’'s cardiovascular
profile ultimately boosting the effectiveness of subse-
quent drug therapy. It may also reduce the need for
medication in patients who respond favorably to LSC.
Each patient’s unique profile -including age, comorbid-
ities, and adherence potential- should guide the design

of their “lead-in phase”. Furthermore, this approach
could vyield public health benefits by reducing
reliance on costly medications like resmetirom,
reserving their use for those who do not achieve
adequate improvements through LSC. The method
for evaluating the regression or progression of the
disease would be the same as that suggested by the
authors of this guide.

In conclusion, we believe a “lead-in phase” could
enhance MASLD treatment outcomes, and reduce the
need for pharmacological interventions. Further
research is needed to evaluated the long-term impact
of this approach on disease progression and clinical
outcomes.
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