Letters to the Editors

Comments on:

Increased serum soluble
interleukin-2 receptor
concentrations are linked to
high-sensitivity troponin T
and disease progression in
systemic sclerosis

Sirs,

We read with great interest the recent pub-
lication by Schumacher et al. in your es-
teemed journal (1). The study explores the
association between serum soluble interleu-
kin-2 receptor (sIL-2R) levels and disease
progression in systemic sclerosis (SSc), pro-
viding valuable insights. However, several
critical limitations warrant attention to en-
hance the clinical relevance of the findings.
Firstly, the study acknowledges the use of
various immunosuppressive therapies, in-
cluding rituximab (RTX), but lacks details
on standardized treatment protocols, such
as dosing, duration, and criteria for therapy
escalation. This inconsistency hampers the
interpretation of sIL-2R dynamics during
treatment, as evidenced by the finding that
RTX did not significantly reduce sIL-2R
levels, which contradicts the 2023 EULAR
recommendations. These recommendations
advocate for the use of RTX in treating
skin and lung fibrosis in SSc, emphasising
the necessity of standardised regimens (2).
Therefore, we recommend further research
to evaluate changes in sIL-2R levels during
RTX treatment to assess its utility in track-
ing treatment efficacy.

Secondly, SSc is characterised by multi-
organ involvement; however, this study
primarily focuses on cardiac, pulmonary,
and cutaneous manifestations, with mini-
mal attention given to gastrointestinal (GI)
and renal damage. GI involvement, such as
oesophageal dysfunction and intestinal hy-
pomotility, affects over 40% of SSc patients
(3). The study notes that sIL-2R concentra-
tions did not correlate with gastrointestinal
involvement but failed to explore specific
GI complications. Similarly, scleroderma
renal crisis (SRC) is a life-threatening com-
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plication occurring in approximately 2—5%
of SSc cases (3); however, the study does
not analyse sIL-2R levels in patients with
SRC or chronic kidney disease. This gap is
significant, as the 2023 EULAR guidelines
highlight GI and renal involvement as key
determinants of SSc prognosis.

Thirdly, autoantibodies play a crucial role
in the classification of SSc; however, the
research did not analyse the relationships
between sIL-2R levels and antinuclear an-
tibody (ANA) profiles. While the authors
report the prevalence of antibodies such as
anti-centromere antibodies (ACA) and anti-
topoisomerase [ antibodies (anti-Scl-70),
they do not investigate whether sIL-2R lev-
els differ across these subsets. Autoantibod-
ies are pivotal for both the classification and
prognosis of SSc. Notably, patients who are
positive for anti-Scl-70 often exhibit more
severe organ involvement, whereas ACA is
associated with limited cutaneous subsets
(2, 3). Nevertheless, the study fails to ex-
plore the associations between sIL-2R and
these antibody profiles. This lack of analysis
hampers our understanding of whether sIL-
2R serves as a surrogate marker for anti-
body-driven pathogenesis, thereby limiting
its utility in subtype-specific risk stratifica-
tion. Investigating how sIL-2R correlates
with ANA subtypes could enhance its role
as a biomarker, facilitating more precise risk
stratification in accordance with the British
Society for Rheumatology guidelines that
emphasise personalised medicine.

Lastly, the study primarily focuses on limited
cutaneous systemic sclerosis (1cSSc) and dif-
fuse cutaneous systemic sclerosis (dcSSc),
but it does not explicitly address systemic
sclerosis sine scleroderma (ssSSc), a subtype
characterised by the absence of skin fibrosis
(4). The authors note that sIL-2R correlates
with skin involvement; however, ssSSc pa-
tients, who may still exhibit severe visceral
involvement (e.g. interstitial lung disease in
49.8%), were not analysed separately. Given
that ssSSc accounts for approximately 8.8%
of SSc cases and possesses distinct prognos-
tic features (5), the exclusion of this sub-
group may limit the generalisability of sIL-
2R as a universal biomarker.

This study enhances our understanding of
sIL-2R in SSc. However, it is crucial to ad-
dress its limitations for effective clinical
translation. Standardising treatment proto-
cols, expanding analyses to encompass GI
and renal involvement, and exploring cor-
relations with ANA profiles will be essential
in validating sIL-2R as a clinically useful
biomarker.
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