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We read with great interest the study by
Wunsch et al' published in this issue of
Polish Archives of Internal Medicine, which vali-
dated the prognostic ability of 2 previously iden-
tified serological markers, immunoglobulin (Ig)
A type anti-gliadin (AGA) and anti-actin anti-
bodies (AAA) in primary sclerosing cholangitis
(PSC). While the validation of prior findings from
Tornai et al” in a large cohort (n = 624) is an im-
portant step forward in the prognostication of
PSC, the study falls short of exploiting the full
potential of this large patient population and
does not provide novel insights into the clinical
and mechanistic implications of these antibodies.

The clinical characteristics of patients in
the study of Wunsch et al' is comparable to that
of Tornai et al’ with similar rates of cirrhosis
(22.1% vs 20.3%) and slightly lower prevalence
of concurrent inflammatory bowel disease (IBD)
(66.5% vs 75.4%). However, notable differences
were detected in antibody positivity rates between
the 2 cohorts (AAA, 12% vs 28.4%; AGA, 14.6%
vs 9%), which may reflect geographic differenc-
es but also could be due to the small number of
patients (n = 67) in the Hungarian cohort result-
ing in less representative antibody frequencies.
The follow-up periods also differed significantly,
with the study by Wunsch et al' having a much
shorter follow-up duration (median [interquar-
tile range], 18.5 [8-33] vs 99 [14-106] months).

A significant limitation of the Polish study’
is a missed opportunity for comprehensive sub-
group analyses, which could have provided valu-
able mechanistic insights. The substantial co-
hort size would have permitted robust investi-
gation of antibody associations with the pres-
ence and severity of cirrhosis, decompensation
rates or fibrosis status, and cirrhosis develop-
ment in noncirrhotic patients. Similarly, asso-
ciations of antibody frequencies and levels with
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IBD phenotype and disease activity could have
provided supportive evidence for the gut fail-
ure hypothesis. These aspects are of special in-
terest, since the gut-liver axis is thought to be
a driver of PSC pathogenesis,® yet the relation-
ship between IBD and PSC outcomes is complex
and may vary based on the type of IBD.* The re-
sults of the study by Wunsch et al' could have
possibly provided clues for the existing contro-
versies. Moreover, since cirrhosis also contrib-
utes to further intestinal injury, it remains un-
certain whether the observed associations are at-
tributable to the factors intrinsic to the primary
disease (PSC) or to the consequences of cirrhosis
progression. Notably, both antibodies are more
prevalent in cirrhosis® and AGA IgA is associat-
ed with portal hypertension,® while AAA IgA cor-
relates with liver-oriented scores and decompen-
sated clinical stage of cirrhosis.® Given that cyto-
skeletal F-actin is released into the extracellular
space from damaged cells, the formation mech-
anism of AAA IgA is easily understood in enter-
opathies. However, in conditions such as PSC
and cirrhosis, where multiple organs are affect-
ed, these mechanisms warrant further investi-
gation. Nonetheless, extracellular F-actin acts as
a damage-associated molecular pattern molecule,
initiating antigen cross-presentation to CD8+ T
cells. In mice, gut-activated CD8+ T cells can mi-
grate to the liver and trigger immune-mediated
cholangitis, potentially representing a pathogen-
ic mechanism in PSC.’

The statistical approach also raises method-
ological concerns. While the multivariate Cox
regression incorporated the model of end-stage
liver disease score, the exclusion of the MAYO
score, or other validated PSC specific prognostic
tools,” limits comprehensiveness of the risk as-
sessment. Furthermore, while the methodolo-
gy section mentions the inclusion of laboratory

1


https://doi.org/10.20452/pamw.16910

parameters in the Cox regression, no such param-
eter was indicated in Table 3 in the original arti-
cle. It is not clear whether the table is supposed
to show only (almost) significant predictors, but
if so, the authors probably did not perform loga-
rithmic transformation on continuous variables,
as it is not mentioned in the methods. Such a pro-
cedure is usually necessary for biological vari-
ables that often follow log-normal distribution.

Finally, the authors made a factually inaccu-
rate statement regarding secretory IgA findings.
While they stated that Tornai et al’ demonstrat-
ed a predominance of the secretory type among
AGA IgA in PSC, this observation was actually
made for antiglycoprotein 2 (GP2) IgA antibodies
in a different study by the same group.®

Nevertheless, the confirmation of the prog-
nostic ability of these antibodies in a large, in-
dependent cohort represents a significant ad-
vancement, since management of PSC urgently
needs diagnostic and prognostic markers. Three
IgA antibodies, including anti-GP2, have been al-
ready identified by Tornai et al* (AAA, AGA, and
anti-GP2)?#"! and validated by Wunsch et al."'?
While these studies established their individual
prognostic utility, a model that integrates these
markers could enhance risk stratification and clin-
ical decision-making in PSC. Therefore, combined
prognostic ability of these IgA antibodies would
be a valuable focus for future research.

In summary, the study is in line with efforts
for continued investigation of serological mark-
ers in PSC. While it is successful in its primary
aim, it also represents a partially missed oppor-
tunity to advance our understanding of the mech-
anistic role of these antibodies in PSC pathogen-
esis and to provide clues for their link with clini-
cal outcomes. Future studies should address these
knowledge gaps through comprehensive subgroup
analyses. Evaluation of combined marker panels
could ultimately facilitate improved patient strat-
ification and personalized therapeutic strategies
in PSC management.
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