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Editorial

Scleroderma Renal Crisis: Still a
Lot To Do

Scleroderma renal crisis (SRC) in recent literature history has
been superseded by other major organ involvement (heart,
lungs) as the leading cause of death in systemic sclerosis
(SSc)1. Despite this epidemiological shift, it remains one of
the most serious and life-threatening complications regarding
its individual effect on patients, with the added difficulty that
research with randomized clinical or prospective studies is
extremely difficult in its setting2.
Another issue concerns the definition of SRC, which is
highly heterogeneous in the literature. A recent systematic
literature review3 pointed out that practically every paper of
the more than 40 included in the review used its own
definition of SRC, both in the core characteristics (new-onset
arterial hypertension, new and rapidly progressive acute
kidney injury) and in the listing of the possible accompanying
symptoms: hypertensive encephalopathy, seizures, thrombotic microangiopathy with anemia, and thrombocytopenia.
There are diagnostic changes at the kidney biopsy, but there
is no precise indication for it. Kidney biopsy appears
necessary when differential diagnoses are not formally ruled
out with only clinical data, but a successful procedure is
complicated by the acute and severe clinical picture,
especially when malignant hypertension, anemia, and thrombocytopenia, with consequent hemorrhagic risk, are present.
In this issue of The Journal, Gordon and colleagues4 retrospectively evaluated the US Department of Defense health
care network in a valuable effort to identify subjects at risk
for SRC in incident SSc cases. The strength of this report is
a strict definition of SRC, especially at times when, as
pointed out, criteria for SRC are lacking and are in the course
of being developed3. The authors defined SRC, stressing the
concept of acute kidney failure, eventually associated with
malignant hypertension requiring hospitalization. Among
their criteria, this last concept is a key point to their research
and to the context in which this report should be read: the
need for a strict definition encompassing hospitalization that
strengthens the methods of a comprehensive electronic

medical record review such as that reported in the manuscript. At the same time, though, this constitutes a considerable referral bias. To reduce the latter to the minimum, the
authors decided to include in the analysis only patients with
SSc without SRC at the onset, hence excluding those who
presented SRC as the initial SSc manifestation. This has to
be kept in mind when generalizing the results of the paper.
SRC is a manifestation prevalently occurring in the first
phases of the disease course (< 4 yrs), and there are specific
populations of patients identified by other clinical risk
factors to take into account such as older age, an African
American ethnicity, corticosteroid use, diffuse cutaneous
involvement, anti-RNA polymerase III (anti-RNAPIII)
antibody positivity, and other musculoskeletal inflammatory
complications such as arthralgias, synovitis, and tendon
friction rubs5,6,7,8. These subjects should be persistently
considered at risk for SRC even after the first years of
disease course and especially if exposed to steroid therapy
with medium to high doses. A further important precipitating
factor in SRC that emerged with the analysis by Gordon and
colleagues4 is the contemporary (synchronous) or slightly
delayed concomitant diagnosis of a malignancy. As recently
reported9 in a European League Against Rheumatism Scleroderma Trials and Research group survey and a case control
study, there could be an indirect link between anti-RNAPIII
antibody positivity, SRC, and oncogenesis owing to the
association between this autoantibody subset and the
increased risk of both clinical manifestations. A careful
screening for cancer is recommended at the moment for
anti-RNAPIII antibody-positive subjects9. There also should
be discussion about the implications/modifications for the
subsequent treatment strategies for cancer, with the specific
aim to prevent SRC in this particular subset of patients.
So far, kidney-related risk factors such as reduced
glomerular filtration rate, increased renal resistive index,
isolated proteinuria, or isolated hypertension were not shown
to specifically predict future SRC development10. In the
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report by Gordon, et al4, the combination of ≥ 2 risk factors
was highly sensitive (95%), and of ≥ 4 at SSc diagnosis
specific (65%) for the prediction of SRC development in the
following 3 years. This is the first report, to our knowledge,
to link the association of multiple kidney variables to the
short-term followup of a large cohort of patients. This is also
a retrospective evaluation and there could be some circularity
in the definition given for the diagnosis of SRC and the
kidney-specific variables that are found significantly
associated with the crisis, which are considered risk factors
but are also key components of the acute clinical picture and
of its diagnosis. It is difficult, given the low number of events
and the retrospective nature of the analysis, to draw any
further conclusion at the moment.
Finally, it is crucial, starting with a precise and
agreed-upon definition of SRC and its diagnosis, to analyze
cohorts longitudinally and thoroughly, given the relatively
low cost of a specific kidney followup, and on the other side,
the extremely high cost of the clinical picture and its complicated therapy, unfortunately still unsuccessful in an
unacceptably high number of patients.
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