K perplexity

Retatrutide reduce visceral fat independent of
weight loss

Available human data suggest that retatrutide’s visceral fat (VAT) loss tracks very closely
with overall fat and weight loss; there is no clear evidence that it meaningfully reduces VAT

independent of weight loss in humans. [ 2 18]

What the trials show

e Inthe phase 2 obesity/MASLD substudy, retatrutide produced large, dose-dependent
reductions in abdominal visceral and subcutaneous adipose tissue by MRI, but these
changes were strongly correlated with overall weight loss and waist reduction.l

e The same analysis notes that reductions in liver fat were tightly linked to changes in body
weight, VAT and ASAT; near-maximal liver fat reduction (~75-80%) occurred around 20%
weight loss, and VAT/ASAT continued to fall in parallel with further weight loss beyond
24 weeks. 20

e Asummary of the MASLD/body-composition data reports significant reductions in both
VAT and ASAT, with about 70% of total weight loss coming from fat mass rather than lean
mass, again in a dose- and weight-loss—-dependent fashion.!d &l

Independent VAT effect?

e Analyses fromthe main NEJM/Nature Medicine datasets show strong correlations
between change in body weight and change in VAT and ASAT (correlation coefficients
around 07-0.8), which argues against a large weight-independent VAT effect. [l

e Available summaries and expert reviews of these trials emphasize that retatrutide’s
improvements in liver fat and abdominal adiposity are mechanistically explained by
powerful negative energy balance (reduced intake, increased expenditure), not by a
demonstrated selective visceral-only mechanism at stable weight.[8l 21 [

e While glucagon agonism could, in theory, favor hepatic fat oxidation and perhaps
relatively greater mobilization of central depots, current human trial reports do not

present adjusted models showing VAT reduction after controlling for weight change .2l
611



Practical take-home for your scenario

If you are weight-stable on a maintenance retatrutide dose, existing human data cannot
confidently say that VAT will keep shrinking in a clinically meaningful way at unchanged
body weight.[2

It is plausible there could be modest composition shifts at the same scale weight (e.g.,
small VAT - SAT or lean-mass changes), but this has not been clearly quantified or
demonstrated for retatrutide beyond the general rule that central fat falls as people
lose significant total fat. 120

If your DEXA or MRI shows ongoing VAT decline while weight is flat, that would be

interesting n=1 evidence, but you should interpret it as “not yet supported by controlled

data as a class effect” @ [

So far, the safest evidence-based statement is: retatrutide robustly reduces visceral fat, but
this effect is best understood as part of its overall fat/weight-loss action rather thanas a
clearly proven weight-independent visceral-selective effect.l2 112
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