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Letter to the editor: Regression of liver fibrosis after bariatric
operations: A glass two-third full rather than half empty

To the editor,

We read with interest the report by Pais et al of a
series of 66 patients with severe obesity and advanced
fatty liver disease proven by liver biopsy during bariat-
ric operations, who subsequently underwent a second
biopsy, one to eleven years later. The authors conclude
that an operation is highly efficient in improving steato-
hepatitis, but not to reverse advanced fibrosis, a vali-
dated endpoint for evaluating NASH treatment.

In Lassaillly et al”? we previously reported the im-
provement of liver fibrosis associated with NASH fol-
lowing bariatric operations.[zl In that prospective study,
58 out of 180 participants (32.2% [95% CI, 25.4—39.0])
also had advanced liver fibrosis (=F3, bridging fibrosis)
at baseline, as compared with 71 out of 196 partici-
pants in the Pais et al. study (36.2% [95% CI, 29.5—
42.9]). Postoperative biopsies were planned after one
and five years and completed by more than two-thirds
of eligible participants: 125 out of 169 (74% [95% ClI,
67.6—80.6]) at one year, and 64 of 94 patients (68%
[95% CI, 58.6—77.4]) at five years. Furthermore, there
was no significant difference between the character-
istics of patients who underwent repeated liver biop-
sies and those who did not. Five years after operation,
fibrosis decreased in 40 of 57 patients (70.2% [95%
Cl, 81.6—-56.6]), with a resolution of bridging fibrosis
in 15 out of 22 patients (68.2% [95% CI, 49.4—88.2])
(Figure 1), and remained stable in 17 patients (26.6%
[95% CI, 15.8—37.4]). Thus, fibrosis progressed in only
six patients (9.8% [95% CI, 2.5-17.1]), all with persist-
ing NASH. Overall, our findings unveiled the added
value of getting rid of NASH, providing direct evidence
that advanced fibrosis could be gradually reversed
after removing the causal injury.

In contrast, Pais et al.l' obtained a single postop-
erative biopsy at variable time points in each patient.
Because the length of follow-up was a major indepen-
dent predictor of fibrotic response, the authors’ conclu-
sion could have been impacted if the results had been
analyzed separately before and after five years. In ad-
dition, only one-third of eligible study participants (66
of 196 patients; 33.8% [95% CI, 27.2—40.4]) underwent

repeated biopsy. These individuals were five years
older and had more frequent bridging fibrosis and
higher plasma aspartate aminotransferase at baseline,
suggesting a selection bias favoring patients with more
advanced liver disease. However, when the difference
in postoperative time is taken into account, data from
Pais et al.l" appear to be globally consistent with our
prospective results? (Figure 1).

Altogether, this suggests that the resolution of NASH
with operations yields a two-thirds improvement of liver
fibrosis, including bridging fibrosis, over five years or
more, and thus outperforms the outcome of pharma-
ceutical® or Iifestyle[‘” interventions. Noteworthy, a
recent study[5] showed that this remarkable outcome
through operations could reduce the major liver and
adverse cardiovascular outcomes. The rigorous eval-
uation of surgical interventions for the treatment of
advanced NASH in randomized controlled trials is un-
derway (ClinicalTrials.gov Identifier: NCT03472157).
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FIGURE 1 Estimates with 95% confidence intervals (error
bars) of the proportions of participants with advanced fatty liver
disease who experienced (A) NASH resolution, (B) improvement
of liver fibrosis, and (C) resolution of advanced (bridging) fibrosis
after bariatric operations at 1 and 5 years in Lassailly et al.”?! and
between 1 and 11 years in Pais et al."
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