The Frequency of Scleroderma Renal Crisis over Time:

A Metaanalysis
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ABSTRACT. Objective. Systemic sclerosis (SSc) leads to a high mortality from internal organ involvement.

Scleroderma renal crisis (SRC) usually occurs in the diffuse cutaneous SSc (dcSSc) subset early in
the disease, often with acute severe hypertension and renal failure. Prevalence of SRC since its classi-
fication in the early 1970s was determined in publications to assess whether the prevalence of SRC
has changed over time because the proportion with the dcSSc subset is smaller in contemporary
cohorts.

Methods. A review of the literature was conducted up to May 2015 using the PubMed, EMBASE,
CINAHL, and Cochrane Library databases. Articles were included if they mentioned the prevalence
of SRC and were cohort or cross-sectional studies with 50 or more patients with SSc. Articles were
excluded if they were not in English or were a case series of SRC or case-control studies.

Results. Of the 5317 citations identified, 22 qualified. Years of publication were from 1983 to 2011,
and cohort size varied from 68 to 8554 patients with SSc totaling 21,908 patients (9248 with dcSSc,
42%). There was no statistical reduction in the temporal prevalence of SRC noticed in the overall
patients (4%), patients with dcSSc (7%-9%), or patients with limited cutaneous SSc (IcSSc;
0.5%—0.6%) based on either the start date of the cohort or publication date.

Conclusion. It appears that SRC remains uncommon in 1cSSc and the rate in the dcSSc group may
be stable over time. However, increasing awareness of SRC could lead to higher rates in more recent

years and/or better survival from SRC, but this was not observed. (J Rheumatol First Release May

1 2016; doi:10.3899/jrheum.151353)

Key Indexing Terms:
SYSTEMIC SCLEROSIS
TEMPORAL TREND

Systemic sclerosis (SSc) is an autoimmune connective tissue
disease with increased mortality from involvement of various
internal organs'. The disease can be categorized into diffuse
cutaneous (dcSSc) and limited cutaneous (1cSSc) subsets
based on skin involvement. Severe organ complications,
including scleroderma renal crisis (SRC), are more common
in the dcSSc subset?.

SRC is defined in patients with SSc by acute severe hyper-
tension (> 150/85 mmHg), acute renal failure (= 30%
reduction in estimated glomerular filtration rate), micro-
angiopathic hemolytic anemia, and an elevated creatinine>.
Not all of these symptoms need be present to diagnose SRC.
SRC is treated with angiotensin-converting enzyme (ACE)
inhibitors with improved survival*. With decreasing SRC
mortalityS, we wondered whether the rate of SRC was also
decreasing because of less severe dcSSc over the last quarter
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century (possibly because of the inclusion of more mild cases
in cohorts from detection bias, proportionately less dcSSc in
contemporary cohorts, or evolution of SSc disease over time).
However, recognition of SRC may be increased because of
the years of literature about this severe complication, which
could actually increase its reported frequency. The survival
with SRC has improved and this could increase the preva-
lence over time because patients would previously have died
from SRC and would not be included in a cross-sectional
study of patients with longstanding SSc. Our study aimed to
determine whether the frequency of SRC in the published
literature had changed over time.

MATERIALS AND METHODS

Study selection. A comprehensive literature review was performed on the
PubMed, EMBASE, CINAHL, and Cochrane Library databases. Search
dates were from the earliest studies in each database (1950 or later) until
May 4,2015. We included English-language, full-text articles for the preva-
lence of SRC in cohorts of SSc where the publications were cross-sectional
or cohort studies and contained at least 50 patients. The prevalence or
frequency of SRC had to be reported. We extracted data for the frequency
of SSc overall and in subsets (dcSSc and 1cSSc). The following were used
as search terms: scleroderma: scleroderma, systemic sclerosis, dermatoscle-
rosis, and skin sclerosis with: renal crisis: acute kidney injury, acute renal
injury, acute renal insufficiency, acute kidney insufficiency, acute kidney
failure, acute renal failure, scleroderma renal crisis, scleroderma kidney
crisis, glomerulosclerosis, glomerulonephritis, and hypertension: hyper-
tension, and high blood pressure.
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Identified titles/abstracts were reviewed and full reports were obtained
if appropriate. Studies were considered if they provided data on the preva-
lence of SRC, were not duplicates, and were not case-control studies where
the rate of SRC could not be determined. Case reports were excluded.
Additional articles were retrieved by hand searching relevant references.

Data collection. One reviewer (MT) extracted data from the studies and the
other reviewer (JP) reviewed all abstracts for consensus. A standard data
extraction form was used to record the following information: year of publi-
cation, author, location of study, study design, patient population, year of
cohort inception or study onset, sample size, and proportion with SRC
overall and within SSc subsets.

Quality assessment. Each study was assessed by the Strengthening the
Reporting of Observational Studies in Epidemiology (STROBE) checklist¢7.
STROBE is a 22-item checklist with items pertaining to the title and abstract
of the article (item 1), background and objectives (items 2 and 3), methods
(items 4-12), results (items 13—17), discussion (items 18-21), and funding
(item 22). The purpose of the STROBE is not to give a quality score, but to
ensure clear presentation of reporting.

Statistical analysis. Proportions were pooled with a random-effects model®.
Forest plots were created to estimate prevalence of SRC in the study overall
and dcSSc and 1cSSc subsets where available with a 95% CCI. The I?
statistic was used to quantify the magnitude of heterogeneity (mild 0-30%,
moderate 31-50%, high > 50%). Tau-squared was the square root of the
between-study variance, and the p value was for Cochrane Q measure of
heterogeneity. Metaregression through random-effects model was also used
to analyze the study level associations between the prevalence of SRC and
the year of publication, and separately the year of cohort inclusion/study
onset in each publication (where provided). A p value < 0.05 was considered
statistically significant. Metaregression was used to determine the study
level associations between the rates of disease and publication year.
Random-effects models were used, reporting the proportion of heterogeneity
accounted for in the outcome by the year of publication. A bubble plot was
used: a scatter plot of the disease rate on the Y-axis and the publication year
(or study onset) on the X-axis. The size of the circle is inversely proportional
to the variance of the estimated treatment effect. Publication bias was deter-
mined using funnel plots.

RESULTS

Search results. The literature search identified 5317 citations
with 180 duplicates. Titles or abstracts (if available) were
screened for eligibility, yielding 52 citations for full text
review. Three studies were editorials or reviews and were
excluded, 8 studies did not report on the prevalence of SRC,
and 13 studies examined only those with SRC and not an
entire cohort. A total of 5295 publications were excluded,
with 22 remaining studies used for our metaanalysis
(Supplementary Figure 1, available online at jrheum.org).

Description of the included studies and participants. There
were 22 studies reporting on the prevalence of SRC in SSc
including 9 for overall prevalence, 13 for frequency within
dcSSc, and 10 in 1cSSc. There were 21,908 patients with SSc
enrolled.

Across all studies, the median number of items fulfilled
on the STROBE checklist was 25.5, with a range from 22 to
31 with no noticeably improved reporting in more recent
studies. Characteristics of the included studies are shown in
Table 1A and Table 1B!9-18:19-28.29,

There was an outlier study where the rate of SRC was
much higher than other studies published, from an SSc site

that specialized in SRC, so referral bias was possible?’.
Analyses were performed with and without inclusion of the
study to determine whether heterogeneity declined when the
study was removed.

The prevalence of SRC was 4% in the overall SSc
population, and 7% to 9% in the dcSSc subset (the smaller
number was calculated when removing the outlier study that
had the highest SRC rate, where the authors reported that they
were a referral center for SRC, so the rate was expected to
be high?). The 1cSSc subset had a frequency of 0.5% to 0.6%
with SRC. Our metaanalyses had large heterogeneity even
when removing the outlier study for the prevalence of SRC
overall and in the subsets. Forest plots with 95% CI for the
prevalence of SRC are shown in Figure 1 (for the overall
cohorts and within the dcSSc and 1cSSc subsets).

There were no significant differences in the rate of SRC
over time by year of cohort onset or year of publication.
However, the frequency of SRC in patients with dcSSc
showed a nonsignificant reduction over time when analyzing
the data by year of cohort entry (p = 0.16; Figure 2). Funnel
plots showed that there may have been publication bias in the
overall SSc population, but not in the dcSSc subgroup
(Supplementary Figure 2 and Supplementary Figure 3,
available online at jrheum.org).

DISCUSSION
Our study systematically evaluated the prevalence of SRC
over time in SSc and in the subsets of dcSSc and IcSSc.
While more recent SSc cohorts may be composed of more
patients with 1cSSc than dcSSc, within SSc cohorts overall,
SRC prevalence seemed to be fairly constant. There was no
statistical change in the prevalence of SRC temporally. Those
at risk for SRC are especially men versus women, dcSSc
versus lcSSc, early versus late SSc, and those with positive
RNA polymerase 3 antibodies, high skin scores, rapidly
progressive changes (interstitial lung disease, pericardial
effusions, presence of tendon friction rubs), and use of
steroids®?. ACE inhibitors have reduced mortality, likely from
rapid blood pressure control, where renin is reduced and
expression of bradykinin, which seems to be unique to ACE
inhibitors and not angiotensin II receptor antagonists, is
increased. The blood pressure should be lowered to a normal
value as quickly as possible, so other antihypertensives
should be rapidly added to an ACE inhibitor if necessary.
Our study has limitations. There was no uniform definition
for SRC, so we used the authors’ definitions. Non-English
studies are excluded. However, it is reassuring that our funnel
plots did not have obvious asymmetries to suggest publi-
cation bias. We studied “ever prevalence,” which is
considered frequency in the studies. We did not determine
incidence, which would be better calculated with a large
claims database, not with the methodology of our study.
Prevalence of SRC was given in studies with variable disease
duration and length of followup. However, SRC occurs
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A.

Publication

Author Event N Proportion 95%.-C| W{random}
Year
Nishimagi E 2007 10 302 —— 0.033 [0.016; 0.060] 11.4%
Cairjak 2008 20 366 o e 0.055 [0.034; 0.083] 10.5%
Low AH 2009 20 336 —— 0.060 [0.037,0.080] 9.9%
Schmajuk G 2009 6 165 —a— 0.036 [0.013;0.077] 9.0%
Pérez-Bocanegra C 2010 14 319 —— 0.044 [0.024;0.073] 10.7%
Hilgle T 2011 186 8554 0.022 [0.019; 0.025] 15.1%
Foocharoen 2011 1 17— 0.009 [0.000; 0.047] 12.4%
MNguyen C 2011 34 369 —a— 0.092 [0.065; 0.126] 8.8%
Hashimato A 2011 13 405 —J— 0.032 [0.017;0.054] 12.2%
Random effects model 10933 P 0.040 [0.026; 0.053] 100%

Heterogeneity: -squared=82.4%, tau-squared=0.0003, p=0.0001

—r T 1 1 1
0.020.040.060.08 0.1 0.12

B.

Author Coll‘t;:aftan Event N Proportion 95%-C| W{random}
Traub YM 1955 6 68 — 0.088 [0.033;0.182) £.0%
La Montagna G 1365 g 80 —— 0.100 [0.044;0.188] 6.1%
Avouac. 1366 17 350 0.049 [0.029;0.077] 9.9%
Steen VD 1372 117 953 - 0123 [0.103; 0.145] 10.0%
Joven 1980 2 52 —— 0.032 [0.004;0.112] 8.1%
Walker JG 1383 15 107 —a— 0.140 [0.081; 0.221] 6.1%
Shand L 1983 5 s40 0.046 [0.030; 0.068] 10.2%
Penn 1390 86 706 - 0122 [0.099;0.148] 9.8%
De Marco PJ 1391 18 134 —— 0.134 [0.082;0.204] 6.8%
Gupta 2001 0 oil—— 0.000 [0.000; 0.132] 7.4%
Walker UA 2004 571345 R 0.042 [0.032;0.054] 10.6%
Picha L 2008 1 54— 0.019 [0.000; 0.099] 8.8%
Random effects model 4429 < 0.072 [0.047; 0.096] 100%

Heterogeneity: -squared=89%, tau-squared=0.0015, p<0.0001

1t T 1 1

0 005 01 015 02
C.
Author PI.ID‘:,I::::IOII Event N Proportion 95%-C| W{random}
La Montagna G 1997 5 208 0.024 [0.008; 0.055] 3.1%
Walker JG 2003 o 4l 0.000 [0.000; 0.009] 17.7%
Walker UA 2007 23 2101 0.011 [0.007; 0.016] 16.0%
Shand L 2007 a 116@ 0.000 [0.000;0.003] 19.7%
Gupta 2007 o 61 0.000 [0.000;0.059] 2.7%
Penn 2007 24 1291 i 0.019 [0.012; 0.028] 11.8%
Picha L 2008 0 g4 0.000 [0.000;0.043] 4.6%
Avouac.) 2010 0 81' 0.000 [0.000; 0.005] 19.3%
Javen 2010 2 121 0.017 [0.002;0.058] 2.6%
Guillevin 2011 13 295 —_— 0.044 [0.024,0.074] 2.5%
Random effects model 6567 < 0.006 [0.002; 0.010] 100%

geneity: t-squ 1%, tau-squ 0001, p=0.0001
0 0.01 003 005 007

Figure 1. The frequency of SRC over time in patients with (A) SSc overall, (B) dcSSc, and
(C) 1cSSc. Results are given with forest plots and 95% CI. SRC: scleroderma renal crisis;
SSc: systemic sclerosis; deSSc: diffuse cutaneous SSc; 1eSSc: limited cutaneous SSc.

primarily in early dcSSc, so the length of followup of studies
with disease duration of at least a few years compared with
decades would not likely yield a different prevalence of SRC,
other than that some patients may have died prior to inclusion
in a prevalent cohort. The publications in general were from
SSc centers. Other inclusion criteria were not described in
detail (such as the referral area of the patients with SSc) or
compared between studies, so the generalizability of the
findings is unknown.

Because cohorts were assembled over various periods of
time, we could examine only the year of publication or years

the cohort spanned, and not the exact year of each individual
event of SRC within the cohorts. In addition, SRC may occur
more frequently in different demographics (SSc subsets,
tertiary care setting, race, ethnicity, use of steroids, presence
of RNA polymerase 3 antibodies), so results may have
confounding that would result in variable prevalence of SRC
among studies. The highest rates of SRC were reported in the
United States, Australia, and the United Kingdom; these
countries may also have higher rates of RNA polymerase 3
antibodies!. Last, there could be fewer recent publications
about SRC because it is a known complication of SSc. This
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Table 1A. Characteristics of the 22 studies included in the metaanalysis: 13 studies that identified prevalence* of SRC within SSc subsets.

Study Country (Study Period) STROBE Checklist, Total =32  dcSSc, % SRC in dcSSc, % 1¢SSc, % SRC in 1¢SSc, %
Traub, e al’ USA (1955-1981) 24 100 8.82 NA NA
Montagna, et al 1 Italy (1965-1994) 22 24.76 10.00 64.39 240
Steen and Medsger!!  USA (1972-1995) 23 NA 12.27 NA NA
DeMarco, et al ! USA (1992-1996) 30 100 1343 0 NA
Walker, et al 12 Australia (1983-2000) 22 19.88 14.01 80.11 0
Walker, et al 13 EUSTAR (2004-2006) 26 36.89 422 57.46 1.09
Shand, et al'* UK (1983-2001) 31 31.76 4.63 68.23 0
Gupta, et al 15 India (2001-2004) 25 29.88 0 70.11 0
Penn, et al '© UK (1990-2005) 26 35.35 12.18 64.65 1.86
Picha, et al 7 Greece (2008) 23 36.00 1.85 56.00 0
Avouac, et al '8 Italy (1966-2009) 22 30.05 4.85 69.96 0
Joven, et al ** Spain (1980-2006) 24 30.39 323 59.31 1.65
Guillevin, er al* France 28 43.05 3498 56.94 441

* Prevalence is ever SRC. SRC: scleroderma renal crisis; SSc: systemic sclerosis; STROBE: Strengthening the Reporting of Observational Studies in
Epidemiology; dcSSc: diffuse cutaneous SSc; lcSSc: limited cutaneous SSc; NA: not applicable; EUSTAR: European League Against Rheumatism Scleroderma
Trial and Research Group.

Table 1B. Characteristics of the 22 studies included in the metaanalysis: 9 studies reporting the prevalence of SRC in SSc overall.

Study Country (Study Period) STROBE Checklist, Total = 32 SRC, %
Nishimagi, et al ?! Japan (1992-2004) 25 331
Czirjak, et al > Hungary (1983-2005) 30 546
Low, et al % Canada (1990-2007) 26 5.95
Schmajuk, et al >* USA (1996-2006) 25 3.63
Pérez-Bocanegra, et al % Spain (1976-2007) 25 439
Hiigle, et al 2° France (2004-2009) 28 2.17
Foochareon, et al ? Thailand (2005-2006) 27 0.85
Nguyen, et al *8 France (2006-2009) 28 9.21
Hashimoto, et al?® Japan (1973-2008) 27 3.21

SRC: scleroderma renal crisis; SSc: systemic sclerosis; STROBE: Strengthening the Reporting of Observational Studies in Epidemiology.

Treatment effect (untransformed proportion)

- Figure 2. Metaregression for associations between the
S ] @ rates of SRC in dcSSc and publication year. The
T T T T T . . . .
1960 1970 1080 1090 2000 2010 frequc?nc.y .of SRC in dcSSc is decreasing over time, but
not significantly (p = 0.16). SRC: scleroderma renal
crisis; deSSc: diffuse cutaneous systemic sclerosis.

Covariate CohortMin
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could bias recent estimates of the rate of SRC (either up or
down). There could be a bias in which improved survival
would inflate the frequency of patients with longstanding
SSc having SRC ever. Previous mortality before ACE
inhibitors was about 80%, and now it is 10% to 20%32. We
did not report the incidence of SRC because the studies did
not provide individual patient data of when SRC occurred
each year. A better design for the incidence of SRC would
be hospital codes for SRC over a defined period or admin-
istrative claims data because most people with SRC are
hospitalized.

SRC may have a stable frequency over time. Patients with
dcSSc are still at higher risk for developing SRC. Awareness
of SRC is important because it is a potentially lethal compli-
cation if unrecognized.
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