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ABSTRACT
Objective. This structured, targeted lit-
erature review aimed to assess the mor-
tality, humanistic and economic burden 
of eight organ manifestations which 
are commonly experienced by systemic 
sclerosis patients.
Methods. Identification of relevant 
literature was carried out by search-
ing in Ovid MEDLINE and EMBASE, 
PubMed, and NHS Economic Evalua-
tion Database in August 2023. Studies 
reporting original data on patients with 
systemic sclerosis with at least one of 
eight organ manifestations (interstitial 
lung disease and/or pulmonary hyper-
tension, skin, peripheral vascular, mus-
culoskeletal, gastrointestinal, cardiac 
or renal involvement) published within 
the last 15 years were included. Meta-
analyses with no publication limits 
were also included. 
Results. A total of 50 studies were iden-
tified; 37 reported mortality outcomes 
(including 4 meta-analyses), 9 reported 
humanistic burden and 11 reported eco-
nomic burden outcomes. Pulmonary hy-
pertension, cardiac and renal manifesta-
tions were generally associated with a 
poorer survival prognosis. Furthermore, 
gastrointestinal, skin and peripheral vas-
cular manifestations were found to neg-
atively impact health-related quality of 
life outcomes. Pulmonary manifestations 
were associated with substantial eco-
nomic costs; however, the cost burden of 
other manifestations is insufficiently re-
ported, despite evidence that they often 
require healthcare resource use. 
Conclusion. Organ manifestations ex-
perienced by patients with systemic 
sclerosis significantly affect patient 
quality of life and mortality. The eco-
nomic burden of organ manifestations 
that are widely experienced by SSc pa-
tients such as gastrointestinal issues, 
is poorly understood and requires fur-

ther research to quantify and under-
stand. Improvements in diagnosis and 
clinical management of these systemic 
sclerosis-associated organ manifesta-
tions have the potential for significant 
alleviation of disease-related burdens.

Introduction
Systemic sclerosis (SSc) is a rare au-
toimmune disease characterised by 
inflammation and fibrosis of multiple 
organs (1). There are two main sub-
types of SSc: limited cutaneous SSc 
(lcSSc) and diffuse cutaneous SSc (dc-
SSc), which have differences in disease 
progression, severity, and survival (2). 
The incidence of SSc increased dra-
matically from the 1950s to the 1980s, 
potentially due to greater physician 
awareness and more reliable diagnosis 
(3). A recent meta-analysis estimated 
the pooled prevalence of SSc to be 17.6 
per 100,000 and the pooled incidence at 
1.4 per 100,000 person-years (4). Inci-
dence and prevalence estimates varied 
considerably between studies and based 
on the different criteria used to define 
SSc [e.g. 1980 American Rheumatism 
Association criteria (5), 2001 LeRoy 
and Medsger revised criteria (6), 2013 
American College of Rheumatol-
ogy [ACR]/European League Against 
Rheumatism [EULAR] criteria (7)].
Very early SSc is characterised by 
Raynaud’s phenomenon (RP) (puffy 
fingers), disease-specific autoantibodies 
and abnormal capillaroscopy results (6, 
8). The clinical heterogeneity and the 
vast array of organ complications can 
make early identification and diagnosis 
of SSc challenging (9). Various organ-
based manifestations of SSc are ob-
served in all patients, and may include 
gastrointestinal (GI) complications, 
lung involvement, cardiac involvement 
or renal crises (10, 11). The prevalence 
of organ manifestations in SSc can be 
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high. Peripheral vascular involvement 
with RP affects nearly all SSc patients. 
The GI tract is also commonly affected; 
approximately 90% of SSc patients re-
port a change in GI function over the 
disease course (12). SSc-associated in-
terstitial lung disease (ILD) is present 
in 19-47% of patients in Europe and 
30–65% in North America (13, 14), 
while pulmonary hypertension (PH) is 
present in 5–12% of SSc patients (15).
Longitudinal evidence from a post hoc 
analysis of the European Scleroderma 
Trials and Research (EUSTAR) data-
base suggests that approximately half 
of all organ manifestations become 
evident within the first two years after 
RP onset in SSc patients (16). Manifes-
tations develop simultaneously rather 
than sequentially; a steep increase in 
manifestations during the first two years 
after RP was observed across all organ 
manifestation studies, with the develop-
ment of severe complications becoming 
apparent at both early and later stages 
of disease (16). The rate of organ dam-
age in the early stages of SSc may also 
indicate further damage in later disease; 
in a study of SSc patients with ≥10 
years of follow-up, those patients with 
higher organ damage scores within the 
first two years of disease had the high-
est rate of damage accumulation in the 
following years (17).
While the burden of SSc has been pre-
viously collated (18-21), the overall 
burden of individual organ manifesta-
tions in patients with SSc, as a group, 
needs to be understood and communi-
cated. The purpose of this review is to 
understand the mortality, human and 
economic burdens of eight organ system 
manifestations of SSc (ILD and/or PH, 
skin, peripheral vascular, musculoskel-
etal, GI, cardiac, or renal involvement).

Methods
Semi-systematic literature review
A semi-systematic literature review 
approach was used to ensure identifi-
cation of relevant studies. This process 
involved searches for full-text reports 
containing original data, run in Ovid 
MEDLINE and EMBASE, PubMed, 
and NHS Economic Evaluation Da-
tabase (up to 31/03/2015) in August 
2023. These searches were limited to 

the last 15 years (studies published 
from 2008 onwards) and included the-
saurus terms (MeSH and Emtree for 
MEDLINE and Embase, respectively), 
and subject headings combined with 
free-text keywords. The process also 
involved hand-searching literature, in-
cluding reviewing the reference lists of 
relevant studies, and citation tracking 
of the included studies.

Inclusion criteria
We included full publications of stud-
ies in English that included patients 
with SSc with at least one of the eight 
organ manifestations (ILD and/or PH, 
skin, peripheral vascular, musculo-
skeletal, GI, cardiac, or renal involve-
ment). Studies were required to include 
a comparator group without manifes-
tations, and report any of the follow-
ing outcomes: mortality, humanistic 
burden (including patient/carer health-
related quality of life [HRQoL] and 
patient-reported outcome or experi-
ence measures [PROMs/PREMs]), or 
economic burden (including healthcare 
resource use [HCRU] healthcare costs, 
and productivity losses). Meta-analy-
ses reporting these outcomes were also 
included; no limit on publication date 
was applied to these studies.

Data extraction and synthesis
Data from the eligible studies were ex-
tracted by one reviewer into a standard-
ised data-extraction template, and a sec-
ond reviewer performed an independent 
data check of the extracted data. Mani-
festations were categorised according to 
organ, while the data-extraction spread-
sheet included the full manifestation de-
scription reported by the included stud-
ies. The results were then synthesised 
narratively, grouped by outcome.

Results
Literature search results
The search identified 1,984 unique re-
cords. After title/abstract and full-text 
screening, 116 articles met the inclu-
sion criteria, and a further six articles 
were identified by hand-searching. Due 
to the large number of included stud-
ies, only those reporting mortality and 
humanistic outcomes published from 
2018 onwards, and those detailing eco-

nomic outcomes from 2013 onwards 
were included (meta-analyses from any 
timepoint were also included). 
In total, 50 studies were included (Fig. 
1). Of these, 34 reported mortality out-
comes (22-55), and 4 meta-analyses 
that reported pooled risks of mortality 
in patients with SSc were also identi-
fied (19, 47, 69, 70), 9 reported hu-
manistic burden outcomes (23, 39, 46, 
56-61) and 11 reported economic bur-
den outcomes (26, 42, 46, 50, 62-68) 
One publication included both original 
data from an observational study and 
a meta-analysis (47). Searches by the 
four meta-analyses were performed up 
to May 2021 (Xiong 2022 (69); PH), 
July 2017 (Pokeerbux 2019 (47); PH, 
ILD, cardiac, musculoskeletal, and re-
nal manifestations), July 2013 (Rubio-
Rivas 2014 (19); PH, ILD, cardiac, and 
renal manifestations), and July 2010 
(Komócsi 2012 (70); PH, ILD, cardiac, 
and renal manifestations).
Full study and patient characteristics 
are available in Supplementary Tables 
S1 and S2. In summary, the studies 
were conducted in 18 different coun-
tries, including Australia (9 studies), 
USA (5 studies), and China (4 studies). 
Twenty were performed in different Eu-
ropean countries. The number of par-
ticipants in the included studies ranged 
from 30 to 179,669. In terms of patient 
characteristics, the mean age ranged 
from 38.4 to 71 years and the median 
age from 46.7 to 55 years. The percent-
age of female participants ranged from 
57.6% to 100%. Average SSc duration 
in the participants ranged from 0.7 to 
17.4 years, with most of the studies 
reporting an SSc duration of six years 
or more, indicating a more prevalent 
rather than incident SSc cohort. The 
majority of studies used the first non-
Raynaud phenomenon manifestation as 
the definition of disease onset. 

Mortality
The association of organ manifestation 
in SSc and mortality or survival out-
comes were reported in 34 studies (22-
55), and four meta-analyses (19, 47, 
69, 70). Associations of manifestations 
with mortality, reported by multivariate 
analyses and published meta-analyses, 
are presented in Figures 2, 3 and 4. Ka-
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plan-Meier survival estimates, which 
ranged from 5 to 60 years in the iden-
tified studies, are presented in Supple-
mentary Table S3.
Pulmonary manifestations were gen-
erally associated with a significantly 
increased risk of mortality (Fig. 2). 
Nearly all included studies (n=21) re-
ported that ILD was significantly asso-
ciated with mortality (22-28, 32-34, 37, 
39, 40, 42-44, 47, 48, 53-55), while in-
creasing severity of ILD was associated 
with higher mortality (23, 37). Kaplan-
Meier estimates from five studies also 
reported a significantly (p<0.005) poor-
er prognosis for SSc-ILD patients (23, 
24, 27, 44, 51). Three meta-analyses 
reported significantly increased pooled 
risk ratios of 2.34 (1.78, 3.08) (47), 
2.89 (2.24, 3.72) (19), and odds ratio 
(OR) 2.58 (1.98, 3.37) (70). PH was 
generally associated with even poorer 
survival than ILD; nearly all identified 
studies (n=24) reported that PH was a 
significant predictor of mortality (22-
24, 26-28, 31-35, 37, 39, 40, 42, 44, 
45, 47-49, 51, 53-55), while four of 
these also reported significantly poorer 
survival from Kaplan-Meier estimates 
(22-24, 51). Four meta-analyses report-
ed significantly increased pooled risk 
ratios of 3.12 (2.44, 3.98) (69), 3.44 
(2.59, 4.58) (or 5.27 [2.98, 9.31] when 
analysis was limited to only PH diag-
nosed by right heart catheterisation) 
(47), 2.62 (1.64, 4.17) (19), and 3.50 
(1.94, 6.30) (70). Combined PH-ILD in 
SSc patients was also significantly as-
sociated with a significantly increased 
risk of mortality by three of four studies 
(22-24, 42); significantly poorer prog-
nosis in Kaplan-Meier estimates was 
also reported by three of them (22-24).
Definitions of cardiac manifestations 
were highly heterogeneous across stud-
ies (n=15). Associations were reported 
for “cardiac involvement” by some, 
while other reported manifestations in-
cluded heart conditions such as arryth-
mia and atrial fibrillation, heart failure, 
pericarditis, ventricular dysfunction, 
and atrioventricular or bundle branch 
block. Both significant and non-signif-
icant associations with increased mor-
tality were reported by 15 studies (Fig. 
3A) (25, 26, 28, 30, 32, 35, 37, 39, 41, 
42, 47, 51-53, 55). However, all three 

meta-analyses reported that cardiac in-
volvement in SSc was associated with 
significantly increased mortality risks 
of 4.35 (2.28, 8.29) (47), 3.43 (1.35, 
8.70) (19), and 3.15 (2.33, 4.26) (70).
Renal manifestations in the included 
studies (n=16), were predominantly 
scleroderma renal crisis, but also in-
cluded chronic renal disease, proteinu-
ria, and low glomerular filtration rate 
(28, 30, 31, 33-35, 37, 39-42, 44, 47, 
48, 53). Renal crisis was associated 
with a significant association with mor-
tality by half of all multivariate analy-
ses (Fig. 3B). Three meta-analyses of 
renal involvement manifestations also 
reported significantly increased pooled 
risks of 2.79 (1.95, 3.99) (or 3.89 [2.38, 
6.36] when analysis limited to only re-
nal crisis) (47), 4.22 (3.42, 5.19) (19), 
and 2.76 (1.91, 4.00) (70).
Most studies reporting an association 
of mortality with GI manifestations 
(n=11) found that these manifestations 
do not significantly impact survival 
(Fig. 3C). However, severe malabsorp-
tion may be an independent predictor of 
mortality, as three studies, two of which 
reported multivariate analyses, found a 
significantly higher hazard ratio of be-
tween 2.22 and 2.59 (39, 40, 42).
Evidence of a significant association 
with increased mortality was not ob-
served in most identified studies for 
musculoskeletal manifestations (30, 
41, 44, 47, 49) (Fig. 4A), while pe-
ripheral vascular (22, 34, 35, 41, 42, 
44, 47-49, 52, 55) (Fig. 4B) and skin 
(34, 35, 39, 41, 44, 47-49) (Fig. 4C) 
manifestations were only significant in 

some. A single meta-analysis of 4 stud-
ies reported a non-significantly higher 
pooled mortality hazard ratio of 1.32 
(0.82, 2.12) for joint involvement man-
ifestations (47).

Humanistic burden
Nine studies reporting humanistic bur-
den outcomes were identified (23, 39, 
46, 56-61) These used a total of 11 dif-
ferent validated HRQoL instruments that 
evaluated generic, scleroderma-specific, 
disability-specific, and work impairment 
quality of life impact (Table I).
There was a trend for poorer HRQoL 
reported for patients with GI manifesta-
tions. Patients with SSc and GI mani-
festations reported a significant associ-
ation with poorer physical HRQoL (59) 
and a significantly greater decline in 
HRQoL over time compared with those 
without GI manifestations (39, 57). 
Diarrhoea was also reported to be an 
independent risk factor for impaired so-
cial and emotional function for patients 
with SSc and GI involvement (61). 
However, this was not consistent across 
all studies; one reported no significant 
impact of GI symptoms on quality of 
life (60), while another reported a sig-
nificant association with a lower chance 
of worsening HRQoL over a median 
follow-up of 7 years (56). 
Peripheral vascular and skin manifesta-
tions were also associated with poorer 
HRQoL. Three studies reported that 
peripheral vascular manifestations can 
have a significant impact on quality of 
life (46, 57, 58); mental and physical 
quality of life, including hand disability 

Fig. 1. Flow diagram of study inclusion.
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and capacity for day-to-day activities 
(58), were particularly impacted. Three 
other studies found no significant asso-
ciation between poorer quality of life 
and peripheral vascular involvement 
in SSc (56, 59, 60). Skin manifesta-
tions in patients with SSc were asso-
ciated with poorer HRQoL, including 
physical, mental and emotional quality 
of life, compared with those without 
skin involvement (57, 59, 61). A single 
study reported no significant impact of 
skin manifestations on quality of life in 
patients with SSc (56).
There was less evidence for significant 
associations between pulmonary and 
cardiac manifestations. Significantly 
increased odds of poorer physical or 
mobility-related quality of life were 
reported for patients with SSc and PH 

compared with those without PH by 
one study (23). Two other studies re-
ported no significant association be-
tween baseline SSc-PAH and reduced 
quality of life (56, 57); however, one of 
these studies did report that PH contrib-
uted to a significant decrease in HRQoL 
over an 8-year follow-up in patients 
with long-standing disease (≥2 years) 
(57). ILD was reported to impact physi-
cal and emotional quality of life in 
patients with SSc by two studies (23, 
61), whereas no significant association 
between SSc-ILD and poorer HRQoL 
were reported by three others (39, 56, 
57). The HRQoL of patients with both 
ILD and PAH was evaluated in only 
one study, which found that patients 
were at very high risk of poor quality 
of life, greater than patients with only 

PH or ILD (23). Two studies found no 
significant association between cardiac 
involvement in patients with SSc and 
HRQoL (39, 56), however one study 
found that at an early stage of disease, 
cardiac involvement was reported to 
significantly affect patients’ mental 
quality of life (57).
Quality of life was not reported to be 
significantly impacted by musculoskel-
etal involvement by two studies (56, 
57), and that the change in quality of 
life over time was not significantly af-
fected by renal involvement by three 
studies (39, 56, 57).

Economic burden
Outcomes relating to economic burden 
were reported by 11 data sources (26, 
42, 46, 50, 62-68). Direct costs were 

Fig. 2. Overview of associations of SSc-associated ILD and PH with mortality compared with SSc patients without organ manifestation in studies published 
2018-2022 (multivariate analyses only) and meta-analyses.
Meta analyses: SSc-ILD: Pokeerbux 2019: SSc-ILD, 14 studies in analysis (47); Rubio-Rivas 2014: SSc-ILD, 6 studies in analysis (19); Komócsi 2012: 
SSc-ILD, 12 studies in analysis (70).
SSc-PH: Xiong 2022: SSc-PH, 16 studies in analysis (69); Pokeerbux 2019: SSc-PH (ecohocardiography or right heart catheterization), 13 studies in 
analysis (47); Pokeerbux 2019: SSc-PH (right heart catheterization only), 5 studies in analysis (47); Rubio-Rivas 2014: SSc-PH, 6 studies in analysis (19); 
Komócsi 2012: SSc-PH, 6 studies in analysis (70).
Echo: echocardiography; ILD: interstitial lung disease; MA: meta-analysis; PH: pulmonary hypertension; RHC: right heart catheterisation.
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reported by five studies (46, 50, 64-
66), healthcare resource use by nine 
studies (26, 42, 46, 50, 62, 64-67), and 
indirect costs reported by three stud-
ies (62, 68, 69). Total mean or median 
direct healthcare costs were higher for 
patients with SSc and ILD (50, 64, 65), 
PH (50, 66), or digital ulcers (46) (Ta-
ble II). Direct costs were not reported 

for other manifestations; however, one 
study reported significantly higher me-
dian hospital costs associated with PH 
and renal manifestations, significantly 
higher median outpatient care costs 
associated with PH and synovitis, and 
significantly higher median medication 
costs associated with ILD, synovitis, 
and GI manifestations (67).

Mixed findings for the impact of SSc 
organ manifestations on healthcare re-
source use were reported (Suppl. Table 
S4). While significant associations be-
tween SSc manifestations and increased 
hospitalisation, emergency room visits, 
and outpatient visits were reported by 
some studies, others reported no sig-
nificant association, and the number of 

Fig. 3. Overview of associations of cardiac (A), renal (B), and gastrointestinal (C) SSc manifestations with mortality compared with SSc patients without 
organ manifestation in studies published 2018-2022 (multivariate analyses only) and meta-analyses.
Meta analyses: Cardiac manifestations: Pokeerbux 2019: cardiac involvement, 7 studies in analysis (47); Rubio-Rivas 2014: cardiac involvement, 5 studies 
in analysis (19); Komócsi 2012: cardiac involvement, 11 studies in analysis (70).
Renal manifestations: Pokeerbux 2019: renal involvement, 9 studies in analysis (47); Pokeerbux 2019: scleroderma renal crisis, 10 studies in analysis (47); 
Rubio-Rivas 2014: renal involvement, 8 studies in analysis (19); Komócsi 2012: Renal involvement, 12 studies in analysis (70).
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studies for each manifestation was too 
low to draw overall conclusions.
Indirect costs, reported by two stud-
ies, included increased odds of being 
unemployed (68), and association with 
work productivity loss and unemploy-
ment (63). The presence of GI symp-
toms, musculoskeletal symptoms, and 
PH in Australian SSc patients was as-
sociated with increased odds of being 
unemployed (68). None of the eight 
organ manifestations were associ-
ated with unemployment or work pro-
ductivity loss in Singapore; however, 
nearly one-third of this cohort was 

unemployed and among the employed 
patients, over 50% reported work pro-
ductivity loss (63). A third indirect cost 
study reported that SSc patients with 
digital ulcers required an accompany-
ing person significantly more than SSc 
patients without digital ulcers (54% vs. 
38%; p=0.025) and had a significantly 
higher mean number of hours spent by 
the accompanying person (17.9 vs. 11.5 
hours; p=0.01) (62).

Discussion
This review evaluated the mortality, 
humanistic, and economic burdens of 

SSc as they relate to specific organ 
manifestations.  A focus on recent stud-
ies was chosen to ensure that these bur-
dens reflect current treatment practice. 
However, we also chose to include 
systematic literature reviews reporting 
pooled burden outcomes from studies 
published at any time point to provide a 
more comprehensive overview and for 
a comparison with the burden reported 
by recent literature. Furthermore, this 
review included studies that compared 
SSc burden outcomes with manifesta-
tions that are impactful for patients to 
SSc patients without those manifesta-
tions, allowing for identification of the 
manifestation impact separate from the 
burden imposed by SSc itself.
Studies identified by this review con-
firmed that pulmonary (ILD and PH), 
cardiac, and renal SSc manifestations 
are associated with a poor survival 
prognosis. It is important to note that 
these manifestations still have a sig-
nificant mortality burden despite recent 
improvement in treatments, such as 
angiotensin converting enzyme (ACE) 
inhibitors for renal crisis, vasodilator 
drugs for PH, and immunosuppressive 
therapy for myocarditis (71). Overall, 
there was inconclusive (or very little) 
evidence of musculoskeletal, periph-
eral vascular, or skin manifestations 
significantly impacting mortality. How-
ever, serious GI manifestations such as 
gastric antral vascular ectasia (GAVE) 
may contribute to poor prognosis, and 
further studies to investigate this are 
warranted. Several systematic reviews 
and meta-analyses have previously 
summarised the impact of different 
organ manifestations on mortality; we 
identified four meta-analyses reporting 
pooled associations of manifestations 
with decreased survival (19, 47, 69, 70). 
Although most of the studies included 
in these meta-analyses were published 
prior to the 2018-2023 time period our 
review limited non-systematic review 
studies to, the pooled associations re-
ported by these meta-analyses general-
ly agreed with the range of associations 
reported by our included studies.
Manifestations that have limited impact 
on prognosis may still significantly 
impact SSc patients through their hu-
manistic burden. GI, skin, and periph-

Fig. 4. Overview of associations of musculoskeletal (A), peripheral vascular (B), and skin (C) SSc 
manifestations with mortality compared with SSc patients without organ manifestation in studies pub-
lished 2018-2022 (multivariate analyses only) and meta-analyses.
Meta analyses: Musculoskeletal manifestations: Pokeerbux 2019: joint involvement, 4 studies in 
analysis (47). 
MA: meta-analysis; mRSs: modified Rodnan’s skin score.
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Table I. Impact of SSc organ manifestations on humanistic burden.

Study HRQoL instruments Summary of reported significant impact on HRQoL compared with SSc patients without manifestation

ILD
Fairley 2023 (23) SHAQ  Significant association with poorer SHAQ and SF-36 physical HRQoL (p<0.001)
 SF-36  
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D
 SF-36 NS (change over 8-year follow-up)
Allanore 2020 (39) HAQ-DI NS (change over a 1-year follow-up)
Yang 2019 (61) SSC-GIT 1.0 Significant association with poorer emotional well-being (p=0.013)

PH
Fairley 2023 (23) SHAQ Significant association with poorer SHAQ and SF-36 physical HRQoL (p<0.001)
 SF-36  
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D Significant association with a decrease in SF-36 physical (p=0.0004) and EQ-5D HRQoL (p<0.001)
 SF-36 in prevalent SSc over an 8-year follow-up

ILD and PH
Fairley 2023 (23) SHAQ Significant association with poorer SHAQ and SF-36 physical HRQoL (p<0.001)
 SF-36  

Cardiac
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D Significant association with a decrease in SF-36 mental HRQoL in incident SSc over an 8-year
 SF-36 follow-up (p=0.0001)
Allanore 2020 (39) HAQ-DI NS (change over a 1-year follow-up)

Musculoskeletal
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D NS (change over 8-year follow-up)
 SF-36 

Gastrointestinal
Liem 2023 (56) HAQ-DI Significant association with a lower chance of worsening HAQ-DI over a median 7-year follow-up 
  (OR 0.6 [95% CIs 0.4, 0.9])
Leeuwen 2021 (57) EQ-5D Significant association between severe GI issues and:
 SF-36 •  a decrease in SF-36 mental SF-36 HRQoL in incident SSc over an 8-year follow-up (p=0.007)
  •  a decrease in SF-36 mental (p<0.001) and physical (p=0.002) SF-36 HRQoL and EQ-5D HRQoL   
        (p=0.001) in prevalent SSc over an 8-year follow-up
Allanore 2020 (39) HAQ-DI Significant association between oesophageal symptoms with a decrease in HRQoL over a 1-year 
  follow-up (p=0.001); NS change for stomach or intestinal symptoms
Park 2019 (59) EQ-5D-3L Significant association with poorer SF-36 physical HRQoL (p<0.001)
 SF-36 
Sierakowska 2019 (60) SScQoL NS
Yang 2019 (61) SSC-GIT 1.0 SSc patients with abnormal social functioning had significantly worse distension (p=0.029) and 
  diarrhoea (p=0.004) statuses.
  SSc patients with abnormal emotion well-being had significantly worse diarrhoea statuses (p=0.001)

Renal
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D NS (change over 8-year follow-up)
 SF-36 
Allanore 2020 (39) HAQ-DI NS (change over a 1-year follow-up)

Skin
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D, Significant association with a decrease in EQ-5D HRQoL in incident (p=0.003) and prevalent (p=0.02) 
 SF-36 SSc, and a decrease in physical SF-36 HRQoL in incident SSc (p=0.002) over an 8-year follow-up
Park 2019 (59) EQ-5D-3L Significant association with poorer physical (p=0.001) and mental (p=0.021) SF-36 HRQoL and
 SF-36 EQ-5D-3L HRQoL (p=0.021)
Yang 2019 (61) SSC-GIT 1.0 Significant association with poorer emotional HRQoL (p=0.009)

Peripheral vascular
Liem 2023 (56) HAQ-DI NS (change over median 7 years follow-up)
Leeuwen 2021 (57) EQ-5D Significant association between Raynaud phenomenon and:
 SF-36 •  a decrease in SF-36 mental (p=0.003) and physical (p=0.007) HRQoL in incident SSc over an 
     8-year follow-up
  •  a decrease in SF-36 mental (p=0.001) and physical (p=0.001) HRQoL and EQ-5D HRQoL (p=0.009)
      in prevalent SSc over an 8-year follow-up
  Significant association between digital ulcers and:
  •  a decrease in SF-36 physical (p=0.002) HRQoL in incident SSc over an 8-year follow-up
  •  a decrease in SF-36 mental (p=0.04) and physical (p=0.009) HRQoL in prevalent SSc over an 
     8-year follow-up
Castellví 2019 (58) CHFS Significant association with poorer CHFS hand function (p<0.002), pain (p=0.013) and a significantly
 SHAQ limited capacity for daily life activities (p=0.002)
 SHAQ-VAS
 WPAI-SHP
 VAS 
Morrisroe 2019b (46) SF-36 Significant association with poorer physical SF-36 HRQoL (p<0.001); physical HRQoL deteriorates   
  with increasing digital ulcer severity
Park 2019 (59) EQ-5D-3L NS
 SF-36 
Sierakowska 2019 (60) SScQoL NS

CHFS: Cochin Hand Function Scale; Cis: confidence intervals; EQ-5D: EuroQol 5 Dimension; HAQ-DI: Health Assessment Questionnaire-Disability Index; HRQoL: health-
related quality of life; NS: not significant; SHAQ: Scleroderma Health Assessment Questionnaire; SF-36: 36-Item Short Form Survey; SSC-GIT 1.0: Scleroderma Gastrointestinal 
Tract 1.0; SScQoL: Systemic Sclerosis Quality of Life Questionnaire; WPAI-SHP VAS: Work Productivity and Activity Impairment Questionnaire-Specific Health Problem visual 
analogue score.
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eral vascular manifestations were all 
reported to be associated with poorer 
HRQoL outcomes, including poorer 
physical, mental, and social function-
ing, by many of the included studies. 
Mental and social functioning out-
comes were limited to associations with 
HRQoL tool scores rather than specific 
patient-reported outcomes, however 
previous studies and systematic litera-
ture reviews have highlighted the com-
plexity of the effect of SSc on mental 
and social functioning, even in those 
with mild disease (57, 72, 73). Frequent 
causes include emotional distress from 
fatigue and pain and the transformation 
of their appearance, worry over the un-
predictable course of the disease and 
its progression, and deprivation of so-
cial function from loss of employment, 
social isolation, and sexual dysfunction 
(72, 73). Variation in psychological 
impact between genders has also been 
observed, with women often experi-
encing feelings of unattractiveness and 
loss of self-esteem (72), while men are 
more prone to masking the full emo-
tional burden and may be reluctant to 
readapt their former habits (74). SSc 
manifestations are also associated with 
substantial economic costs, particular 
for pulmonary manifestations, which 
have also been described by a previous 
systematic literature review (20).
As a multi-organ system disease, SSc 
requires a comprehensive and tailored 
strategy for the prevention and manage-
ment of complications. Recommenda-
tions for standardised screening for ear-
ly detection of organ involvement pro-
mote appropriate treatment with the aim 

of improving outcomes (75-77). There 
are, however, still many unmet needs in 
SSc patients with organ manifestations, 
and for many of these, current opinion 
on available treatment regimens varies 
(78, 79). There is also a need for vali-
dated diagnostic and prognostic mark-
ers to identify and stratify patients at 
risk of pulmonary disease and disease 
progression (78), as well as for reliable 
outcome measures of organ disease in 
order to maximise the efficiency of fu-
ture clinical trials of many promising 
new target therapies (79, 80). Finally, 
adding to the burden of SSc disease and 
its organ manifestations is the impact of 
comorbid conditions that often occur in 
the course of SSc disease, such as car-
diovascular disease, cancer and infec-
tions (81).
This review has some limitations, main-
ly due to the heterogeneity between 
studies in terms of study design (e.g., 
follow-up time) and definitions of organ 
manifestations, and it is therefore im-
portant to be cautious when comparing 
the results between the studies. Notably, 
many studies did not report the number 
of patients with organ manifestations 
who were assessed for burden impact. 
Additionally, systemic manifestations 
of SSc such as fatigue and pain, which 
are commonly reported by SSc patients, 
were not assessed by this review, as 
the causes of these manifestations can 
often be unclear or related to multiple 
manifestations. A systematic review ap-
proach to determine all three burdens 
across the different organ manifesta-
tions would have returned an extremely 
large amount of literature to be screened. 

Therefore, this review was performed 
pragmatically, and consequently, meta-
analyses could not be conducted.
Nonetheless, this study has several 
strengths, including focusing only on 
those publications that reflect current 
clinical practice, providing a compari-
son of the burdens that the different or-
gan manifestations are associated with, 
and deepening our insight into which 
manifestations require further research 
to understand their current impact on pa-
tients and healthcare providers. Further-
more, broad search terms and rigorous 
selection and screening methodologies 
were utilised, resulting in a comprehen-
sive review of the currently available 
literature of SSc manifestations.

Conclusions
The burden of SSc disease is high, and 
patients with organ manifestations often 
experience poorer quality of life and 
may have a significantly higher risk 
of mortality. The economic burden of 
many manifestations, including those 
that are widely experienced by SSc pa-
tients such as GI issues, is poorly un-
derstood, and there is a need for further 
high-quality research to quantify the 
direct and indirect economic burden of 
these manifestations. Improvements in 
diagnostic tools and an increased clini-
cal awareness will help to diagnose SSc 
manifestations as early as possible in 
order to initiate appropriate treatments 
and limit their progression. New thera-
pies are also required to treat organ in-
volvement in SSc, with a concomitant 
reduction in the burdens associated with 
manifestations.

Table II. Additional direct healthcare costs of SSc patients with organ manifestations compared with SSc patients without manifestation.

Study Country (currency, cost year) Time period Additional mean cost Additional median cost

SSc-ILD
Gayle 2020 (64) England (GBP, 2016) Per patient-year NR £4,879
Morrisroe 2020 (65) Australia (AUD, NR) 2008-2015 $17,726 $14,711
  Annual $1,033 $1,192
Fischer 2018 (50) USA (USD, 2014) 5 years $89,268 $42,478

SSc-PH
Morrisroe 2019a (66) Australia (AUD, NR) 2008-2015 $1,891 $2,463
  Annual $34,174 $35,709
Fischer 2018 (50) USA (USD, 2014) 5 years $152,586 $115,373

Peripheral vascular (digital ulcers)
Morrisroe 2019b (46) Australia (AUD, NR) 2008-2015 NR $12,474
  Annual NR $794



9Clinical and Experimental Rheumatology 2024

Burden of systemic sclerosis organ manifestations / V. Smith et al.

Competing interests
V. Smith is a Senior Clinical Investiga-
tor of the Research Foundation – Flan-
ders (Belgium) (FWO) [grant number 
1802920N and 1802925N]. She has 
received speaker fees from BI, Janssen-
Cilag and Galapagos, and has received 
consultancy fees from BI, Janssen-
Cilag, Argenx BV and WebMD Global 
LLC. She has also received a research 
grant from the Belgian Fund for Scien-
tific Research in Rheumatic Diseases, 
research support from BI and an edu-
cational chair from Janssen-Cilag. She 
did not receive payment related to the 
development of the review.
E.R. Volkmann has received consultan-
cy fees from Abbvie, BI and GSK, and 
has received financial grants from BI, 
Prometheus, Horizon, GSK and Kad-
mon (all grant payments made to insti-
tution). She did not receive payment re-
lated to the development of the review.
Z. Marjenberg of Maverex Ltd pro-
vided consulting services related to 
this review, which was contracted and 
funded by BI.
BI was given the opportunity to review 
the manuscript for medical and scien-
tific accuracy as well as intellectual 
property considerations.

References
  1. VOLKMANN ER, ANDRÉASSON K, SMITH V: 

Systemic sclerosis. Lancet 2023; 401(10373): 
304-18. https://

 doi.org/10.1016/S0140-6736(22)01692-0
  2. WOLLHEIM FA: Classification of systemic 

sclerosis. Visions and reality. Rheumatol 
(Oxford) 2005; 44(10): 1212-6. 

 https://doi.org/10.1093/rheumatology/keh671
  3. RANQUE B, MOUTHON L: Geoepidemiology 

of systemic sclerosis. Autoimmun Rev 2010; 
9(5): A311-8. 

 https://doi.org/10.1016/j.autrev.2009.11.003
  4. BAIRKDAR M, ROSSIDES M, WESTERLIND 

H, HESSELSTRAND R, ARKEMA EV, HOL-
MQVIST M: Incidence and prevalence of 
systemic sclerosis globally: a comprehensive 
systematic review and meta-analysis. Rheu-
matology 2021; 60(7): 3121-33. https://

 doi.org/10.1093/rheumatology/keab190
  5. MASI AT, SUBCOMMITTEE FOR SCLERO-

DERMA CRITERIA OF THE AMERICAN 
RHEUMATISM ASSOCIATION DIAGNOSTIC 
AND THERAPEUTIC CRITERIA COMMITTEE: 
Preliminary criteria for the classification of 
systemic sclerosis (scleroderma). Arthritis 
Rheum 1980; 23(5): 581-90. 

 https://doi.org/10.1002/art.1780230510
  6. LEROY EC, MEDSGER JTA: Criteria for the 

classification of early systemic sclerosis. J 
Rheumatol 2001; 28(7): 1573. 

  7. vAN DEN HOOGEN F, KHANNA D, FRANSEN J 
et al.: 2013 classification criteria for systemic 
sclerosis: an American College of Rheuma-
tology/European League Against Rheuma-
tism collaborative initiative. Arthritis Rheum 
2013; 65(11): 2737-47. 

 https://doi.org/10.1002/art.38098
  8. AVOUAC J, FRANSEN J, WALKER UA et al.: 

Preliminary criteria for the very early diagno-
sis of systemic sclerosis: results of a Delphi 
consensus study from EULAR Scleroderma 
Trials and Research Group. Ann Rheum Dis 
2011; 70(3): 476. 

 https://doi.org/10.1136/ard.2010.136929
  9. KOWAL-BIELECKA O, BIELECKI M, KOWAL 

K: Recent advances in the diagnosis and 
treatment of systemic sclerosis. Pol Arch 
Med Wewn 2013; 123(1-2): 51-58. 

 https://doi.org/10.20452/pamw.1593
10. DOMSIC RT, NIHTYANOVA SI, WISNIEWSKI 

SR et al.: Derivation and validation of a pre-
diction rule for two-year mortality in early 
diffuse cutaneous systemic sclerosis. Arthri-
tis Rheumatol 2014; 66(6): 1616-24. 

 https://doi.org/10.1002/art.38381
11. BELLANDO-RANDONE S, GUIDUCCI S, 

MATUCCI-CERINIC M: Very early diagnosis 
of systemic sclerosis. Pol Arch Med Wewn 
2012; 122 (Suppl. 1): 18-23. 

 https://doi.org/10.1016/j.berh.2019.101428
12. SHREINER AB, MURRAY C, DENTON C, 

KHANNA D: Gastrointestinal manifestations 
of systemic sclerosis. J Scleroderma Relat 
Disord 2016; 1(3): 247-56. 

 https://doi.org/10.5301/jsrd.5000214
13. BERGAMASCO A, HARTMANN N, WALLACE 

L, VERPILLAT P: Epidemiology of systemic 
sclerosis and systemic sclerosis-associated 
interstitial lung disease. Clin Epidemiol 
2019; 11: 257–73. 

 http://doi.org/10.2147/clep.s191418
14. VONK MC, BROERS B, HEIJDRA YF et al.: 

Systemic sclerosis and its pulmonary compli-
cations in The Netherlands: an epidemiologi-
cal study. Ann Rheum Dis 2009; 68(6): 961. 
https://doi.org/10.1136/ard.2008.091710

15. DENTON CP, HACHULLA E: Risk factors as-
sociated with pulmonary arterial hyperten-
sion in patients with systemic sclerosis and 
implications for screening. Eur Respir Rev 
2011; 20(122): 270. 

 https://doi.org/10.1183/09059180.00006111
16. JAEGER VK, WIRZ EG, ALLANORE Y et al.: 

Incidences and Risk Factors of Organ Mani-
festations in the Early Course of Systemic 
Sclerosis: A Longitudinal EUSTAR Study. 
PLoS ONE 2016; 11(10): e0163894. 

 https://doi.org/10.1183/09059180.00006111
17. LAZZARONI MG, MOSCHETTI L, BREDA M, 

FRANCESCHINI F, AIRO P: Long-term organ 
damage accrual and late mortality in sys-
temic sclerosis. Clin Exp Rheumatol 2024; 
42(8): 1541-48. https://

 doi.org/10.55563/clinexprheumatol/2xiitt
18. FISCHER A, ZIMOVETZ E, LING C, ESSER D, 

SCHOOF N: Humanistic and cost burden of 
systemic sclerosis: a review of the literature. 
Autoimmun Rev 2017; 16(11): 1147-54. 

 https://doi.org/10.1016/j.autrev.2017.09.010
19. RUBIO-RIVAS M, ROYO C, SIMEÓN CP, COR-

BELLA X, FONOLLOSA V: Mortality and 
survival in systemic sclerosis: systematic 

review and meta-analysis. Semin Arthritis 
Rheum 2014; 44(2): 208-19. https://

 doi.org/10.1016/j.semarthrit.2014.05.010
20. MARTIN CALDERON L, CHAUDHARY M, 

POPE JE: Healthcare utilization and econom-
ic burden in systemic sclerosis: a systematic 
review. Rheumatology 2022; 61(8): 3123-31. 

 https://doi.org/10.1093/rheumatology/keab847
21. CHEN Y, WU L, HERNÁNDEZ-MUÑOZ J et al.: 

The economic burden of systemic sclerosis – 
A systematic review. Int J Rheum Dis 2022; 
25(2): 110-20. 

 https://doi.org/10.1111/1756-185x.14270
22. CACCIAPAGLIA F, AIRÒ P, FORNARO M et al.: 

Survival and prognostic factors from a multi-
centre large cohort of unselected Italian sys-
temic sclerosis patients. Rheumatology 2023; 
62(4): 1552-58. https://

 doi.org/10.1093/rheumatology/keac512
23. FAIRLEY JL, HANSEN D, ROSS L et al.:    

Clinical characteristics and survival of pul-
monary arterial hypertension with or without 
interstitial lung disease in systemic sclerosis. 
Arthritis Res Ther 2023; 25(1): 77. 

 https://doi.org/10.1186/s13075-023-03059-x
24. MOINZADEH P, BONELLA F, OBERSTE M et 

al.: Impact of systemic sclerosis-associated 
interstitial lung disease with and without 
pulmonary hypertension on survival: a large 
cohort study of the German Network for Sys-
temic Sclerosis. Chest 2024; 165(1): 132-45.

 https://doi.org/10.1016/j.chest.2023.08.013
25. ROSATO E, GIGANTE A, COLALILLO A, PEL-

LICANO C, ALUNNI FEGATELLI D, MUS-
CARITOLI M: GLIM-diagnosed malnutrition 
predicts mortality and risk of hospitalization 
in systemic sclerosis: a retrospective study. 
Eur J Intern Med 2023; 117: 103-10. 

 https://doi.org/10.1016/j.ejim.2023.07.017
26. CAETANO J, BATISTA F, AMARAL MC, OLI-

VEIRA S, ALVES JD: Acute hospitalization in 
a cohort of patients with systemic sclerosis: a 
10-year retrospective cohort study. Rheuma-
tol Int 2022; 42(8): 1393-402. 

 https://doi.org/10.1007/s00296-021-04983-4
27. DE OLIVEIRA MARTINS LV, OLIVEIRA SM, 

SILVATTI J et al.: Mortality in systemic scle-
rosis–associated interstitial lung disease in 
Brazil: a real-life, long-term follow-up ob-
servational study. J Clin Rheumatol 2022; 
28(2): e532. https://

 doi.org/10.1097/rhu.0000000000001792
28. GONZÁLEZ GARCÍA A, FABREGATE M, MAN-

ZANO L et al.: Left ventricular diastolic dys-
function in systemic sclerosis: clinical, im-
munological and survival differences in the 
Spanish RESCLE registry. Semin Arthritis 
Rheum 2022; 55: 152033. https://

 doi.org/10.1016/j.semarthrit.2022.152033
29. MORRISROE K, HANSEN D, STEVENS W et 

al.: Gastric antral vascular ectasia in system-
ic sclerosis: a study of its epidemiology, dis-
ease characteristics and impact on survival. 
Arthritis Res Ther 2022; 24(1): 103. 

 https://doi.org/10.1186/s13075-022-02790-1
30. PAIK JJ, CHOI DY, MUKHERJEE M et al.:   

Troponin elevation independently associates 
with mortality in systemic sclerosis. Clin Exp 
Rheumatol 2022; 40(10): 1933-40. https://

 doi.org/10.55563/clinexprheumatol/fytfmy
31. UDDIN M, MIR T, SURAPANENI S et al.: Scle-

roderma hypertensive renal crisis among sys-



10 Clinical and Experimental Rheumatology 2024

Burden of systemic sclerosis organ manifestations / V. Smith et al.

temic sclerosis patients: A national emergen-
cy department database study. Am J Emerg 
Med 2022; 53: 228-35. 

 https://doi.org/10.1016/j.ajem.2022.01.020
32. VOS JL, BUTCHER SC, FORTUNI F et al.: The 

prognostic value of right atrial and right ven-
tricular functional parameters in systemic scle-
rosis. Front Cardiovasc Med 2022; 9: 845359. 

 https://doi.org/10.3389/fcvm.2022.845359
33. CHEN J, YANG C, PAN J et al.: Clinical features 

and prognostic factors of systemic sclerosis in 
Guangxi, China: retrospective, single-center 
study of long-term survival in 470 patients. 
Int J Rheum Dis 2022; 25(2): 182-91. 

 https://doi.org/10.1111/1756-185X.14261
34. COFFEY CM, RADWAN YA, SANDHU AS et 

al.: Epidemiology and trends in survival 
of systemic sclerosis in Olmsted County 
(1980–2018): a population-based study. J 
Scleroderma Relat Disord 2021; 6(3): 264-
70. https://doi.org/10.1177/23971983211026

35. DE ALMEIDA CHAVES S, POREL T, MOUNIÉ 
M et al.: Sine scleroderma, limited cutane-
ous, and diffused cutaneous systemic scle-
rosis survival and predictors of mortality. 
Arthritis Res Ther 2021; 23(1): 295. 

 https://doi.org/10.1186/s13075-021-02672-y
36. DWIVEDI P, MB A, ACHARYA N et al.: Scle-

roderma renal crisis is associated with high 
mortality: a real-world study from India. J 
Assoc Physicians India 2021; 69(10): 11-2. 

37. FAIRLEY JL, HANSEN D, PROUDMAN S et al.: 
Clinical features of systemic sclerosis–mixed 
connective tissue disease and systemic scle-
rosis overlap syndromes. Arthritis Care Res 
2021; 73(5): 732-41.

 https://doi.org/10.1002/acr.24167
38. KHADRA Y, WALKER JG, HAKENDORF P et 

al.: Scleroderma renal crisis: observations 
from the South Australian Scleroderma Reg-
ister. Intern Med J 2021; 51(2): 235-42. 

 https://doi.org/10.1111/imj.14772
39. ALLANORE Y, BOZZI S, TERLINDEN A et al.: 

Health Assessment Questionnaire-Disability 
Index (HAQ-DI) use in modelling disease 
progression in diffuse cutaneous systemic 
sclerosis: an analysis from the EUSTAR da-
tabase. Arthritis Res Ther 2020; 22(1): 257. 

 https://doi.org/10.1186/s13075-020-02329-2
40. CHUNG MP, DONTSI M, POSTLETHWAITE D 

et al.: Increased mortality in Asians with sys-
temic sclerosis in Northern California. ACR 
Open Rheumatol 2020; 2(4): 197-206. 

 https://doi.org/10.1002/acr2.11126
41. FOOCHAROEN C, PEANSUKWECH U, MAHA-

KANUKRAUH A et al.: Clinical characteris-
tics and outcomes of 566 Thais with systemic 
sclerosis: A cohort study. Int J Rheum Dis 
2020; 23(7): 945-57. 

 https://doi.org/10.1111/1756-185x.13859
42. NOVIANI M, SAFFARI SE, TAN JL et al.:    

Mortality and hospitalization outcomes of in-
terstitial lung disease and pulmonary hyper-
tension in the Singapore systemic sclerosis 
cohort. Semin Arthritis Rheum 2020; 50(3): 
473.9. https://

 doi.org/10.1016/j.semarthrit.2019.11.005
43. ARIANI A, SILVA M, BRAVI E et al.: Overall 

mortality in combined pulmonary fibrosis 
and emphysema related to systemic sclerosis. 
RMD Open 2019; 5(1): e000820. https://

 doi.org/10.1136/rmdopen-2018-000820

44. HOFFMANN-VOLD AM, FRETHEIM H, HALSE 
AK et al.: Tracking impact of interstitial lung 
disease in systemic sclerosis in a complete 
nationwide cohort. Am J Respir Crit Care 
Med 2019; 200(10): 1258-66. https://

 doi.org/10.1164/rccm.201903-0486OC
45. HSU VM, CHUNG L, HUMMERS LK et al.: 

Risk factors for mortality and cardiopulmo-
nary hospitalization in systemic sclerosis 
patients at risk for pulmonary hypertension, 
in the PHAROS Registry. J Rheumatol 2019; 
46(2): 176-83. 

 https://doi.org/10.3899/jrheum.180018
46. MORRISROE K, STEVENS W, SAHHAR J et 

al.: Digital ulcers in systemic sclerosis: their 
epidemiology, clinical characteristics, and 
associated clinical and economic burden. Ar-
thritis Res Ther 2019; 21(1): 299. 

 https://doi.org/10.1186/s13075-019-2080-y
47. POKEERBUX MR, GIOVANNELLI J, DAUCHET 

L et al.: Survival and prognosis factors in sys-
temic sclerosis: data of a French multicenter 
cohort, systematic review, and meta-analysis 
of the literature. Arthritis Res Ther 2019; 
21(1): 86. 

 https://doi.org/10.1186/s13075-019-1867-1
48. WU W, JORDAN S, GRAF N et al.: Progressive 

skin fibrosis is associated with a decline in 
lung function and worse survival in patients 
with diffuse cutaneous systemic sclerosis in 
the European Scleroderma Trials and Re-
search (EUSTAR) cohort. Ann Rheum Dis 
2019; 78(5): 648-56. https://

 doi.org/10.1136/annrheumdis-2018-213455
49. APIPATTARAKUL R, FOOCHAROEN C, NET-

WIJITPAN S et al.: Clinical characteristics 
and mortality rate of Thai elderly-onset sys-
temic sclerosis. Clin Exp Rheumatol 2018; 
36 (Suppl. 113): S76-S81. 

50. FISCHER A, KONG AM, SWIGRIS JJ et al.: 
All-cause healthcare costs and mortality in 
patients with systemic sclerosis with lung 
involvement. J Rheumatol 2018; 45(2): 235-
41. https://doi.org/10.3899/jrheum.170307

51. HU S, HOU Y, WANG Q et al.: Prognostic 
profile of systemic sclerosis: analysis of the 
clinical EUSTAR cohort in China. Arthritis 
Res Ther 2018; 20(1): 235. 

 https://doi.org/10.1186/s13075-018-1735-4
52. LI X, QIAN Y Q, LIU N et al.: Survival rate, 

causes of death, and risk factors in systemic 
sclerosis: a large cohort study. Clin Rheuma-
tol 2018; 37(11): 3051-6. 

 https://doi.org/10.1007/s10067-018-4291-z
53. MOON KW, LEE SS, LEE YJ et al.: Clinical 

and laboratory characteristics and mortality 
in Korean patients with systemic sclerosis: a 
nationwide multicenter retrospective cohort 
study. J Rheumatol 2018; 45(9): 1281-8. 

 https://doi.org/10.3899/jrheum.171443
54. PANOPOULOS S, BOURNIA VK, KONSTAN-

TONIS G et al.: Predictors of morbidity and 
mortality in early systemic sclerosis: Long-
term follow-up data from a single-centre in-
ception cohort. Autoimmun Rev 2018; 17(8): 
816-20. 

 https://doi.org/10.1016/j.autrev.2018.02.008
55. RUBIO-RIVAS M, CORBELLA X, PESTAÑA-

FERNÁNDEZ M et al.: First clinical symptom 
as a prognostic factor in systemic sclerosis: 
results of a retrospective nationwide cohort 
study. Clin Rheumatol 2018; 37(4): 999-1009. 

 https://doi.org/10.1007/s10067-017-3936-7
56. LIEM SI, BERGSTRA SA, CIAFFI J et al.:     

The long-term course of the Health Assess-
ment Questionnaire in patients with systemic 
sclerosis. J Scleroderma Relat Disord 2023; 
8(3): 192-202. 

 https://doi.org/10.1177/23971983231181719
57. VAN LEEUWEN NM, CIAFFI J, LIEM SIE et 

al.: Health-related quality of life in patients 
with systemic sclerosis: evolution over time 
and main determinants. Rheumatology 2021; 
60(8): 3646-55. https://

 doi.org/10.1093/rheumatology/keaa827
58. CASTELLVÍ I, EGUILUZ S, ESCUDERO-CON-

TRERAS A et al.: LAUDES Study: impact of 
digital ulcers on hand functional limitation, 
work productivity and daily activities, in sys-
temic sclerosis patients. Rheumatol Int 2019; 
39(11): 1875-82. 

 https://doi.org/10.1007/s00296-019-04436-z
59. PARK EH, STRAND V, OH YJ et al.: Health-

related quality of life in systemic sclerosis 
compared with other rheumatic diseases: a 
cross-sectional study. Arthritis Res Ther 2019; 
21(1): 61. 

 https://doi.org/10.1186/s13075-019-1842-x
60. SIERAKOWSKA M, DOROSZKIEWICZ H, 

SIERAKOWSKA J et al.: Factors associated 
with quality of life in systemic sclerosis: a 
cross-sectional study. Qual Life Res 2019; 
28(12): 3347-54. 

 https://doi.org/10.1007/s11136-019-02284-9
61. YANG H, XU D, LI MT et al.: Gastrointestinal 

manifestations on impaired quality of life in 
systemic sclerosis. J Dig Dis 2019; 20(5): 
256-61. 

 https://doi.org/10.1111/1751-2980.12720
62. NEVSKAYA T, CALDERON LM, BARON M, 

POPE JE, THE CANADIAN SCLERODERMA 
RESEARCH GROUP: Health care utilization 
in systemic sclerosis patients with digital ul-
cers. Arthritis Care Res 2023; 75(5): 1071-8. 

 https://doi.org/10.1002/acr.24902
63. XIANG L, KUA SMY, LOW AHL: Work pro-

ductivity and economic burden of systemic 
sclerosis in a multiethnic Asian population. 
Arthritis Care Res 2022; 74(5): 818-27. 

 https://doi.org/10.1002/acr.24521
64. GAYLE A, SCHOOF N, ALVES M et al.: Health-

care resource utilization among patients in 
England with systemic sclerosis-associated 
interstitial lung disease: a retrospective data-
base analysis. Adv Ther 2020; 37(5): 2460-76. 

 https://doi.org/10.1007/s12325-020-01330-0
65. MORRISROE K, STEVENS W, SAHHAR J et 

al.: The clinical and economic burden of sys-
temic sclerosis related interstitial lung dis-
ease. Rheumatology 2020; 59(8): 1878-88. 

 https://doi.org/10.1093/rheumatology/kez532
66. MORRISROE K, STEVENS W, SAHHAR J et 

al.: The economic burden of systemic sclero-
sis related pulmonary arterial hypertension in 
Australia. BMC Pulm Med 2019; 19(1): 226. 

 https://doi.org/10.1186/s12890-019-0989-1
67. MORRISROE K, STEVENS W, SAHHAR J et 

al.: Quantifying the direct public health care 
cost of systemic sclerosis. Medicine (Balti-
more) 2017; 96(48):e8503. https://

 doi.org/10.1097/md.0000000000008503
68. MORRISROE K, HUQ M, STEVENS W et al.: 

Determinants of unemployment amongst 
Australian systemic sclerosis patients: results 



11Clinical and Experimental Rheumatology 2024

Burden of systemic sclerosis organ manifestations / V. Smith et al.

from a multicentre cohort study. Clin Exp 
Rheumatol 2016; 34 (Suppl. 100): S79-84. 

69. XIONG A, LIU Q, ZHONG J et al.: Increased 
risk of mortality in systemic sclerosis-asso-
ciated pulmonary hypertension: a systemic 
review and meta-analysis. Adv Rheumatol 
2022; 62(1): 10. 

 https://doi.org/10.1186/s42358-022-00239-2
70. KOMÓCSI A, VOROBCSUK A, FALUDI R et 

al.: The impact of cardiopulmonary manifes-
tations on the mortality of SSc: a systematic 
review and meta-analysis of observational 
studies. Rheumatology 2012; 51(6): 1027-36. 

 https://doi.org/10.1093/rheumatology/ker357
71. BUKIRI H, VOLKMANN ER: Current ad-

vances in the treatment of systemic sclerosis. 
Curr Opin Pharmacol 2022; 64: 102211. 

 https://doi.org/10.1016/j.coph.2022.102211
72. NAKAYAMA A, TUNNICLIFFE DJ, THAKKAR 

V et al.: Patients’ perspectives and experienc-
es living with systemic sclerosis: a systematic 
review and thematic synthesis of qualitative 
studies. J Rheumatol 2016; 43(7): 1363-75. 

 https://doi.org/10.3899/jrheum.151309
73. SUMPTON D, THAKKAR V, O’NEILL S, SIN-

GH-GREWAL D, CRAIG JC, TONG A: ‘It’s not 

me, it’s not really me.’ Insights from patients 
on living with systemic sclerosis: an inter-
view study. Arthritis Care Res 2017; 69(11): 
1733-42. https://doi.org/10.1002/acr.23207

74. DI BATTISTA M, LEPRI G, CODULLO V et al.: 
Systemic sclerosis: one year in review 2023. 
Clin Exp Rheumatol 2023; 41(8): 1567-74. 
https://

 doi.org/10.55563/clinexprheumatol/ki76s5
75. VARJÚ C, PAULING JD, SAKETKOO LA:    

Multi-organ system screening, care, and pa-
tient support in systemic sclerosis. Rheum 
Dis Clin N Am 2023; 49(2): 211-48. 

 https://doi.org/10.1016/j.rdc.2023.01.002
76. CHATTERJEE S, PERELAS A, YADAV R,      

KIRBY DF, SINGH A: Viewpoint: a multidis-
ciplinary approach to the assessment of pa-
tients with systemic sclerosis-associated in-
terstitial lung disease. Clin Rheumatol 2023; 
42(3): 653-61. 

 https://doi.org/10.1007/s10067-022-06408-4
77. SAKETKOO LA, FRECH T, VARJÚ C et al.:       

A comprehensive framework for navigating 
patient care in systemic sclerosis: A global 
response to the need for improving the prac-
tice of diagnostic and preventive strategies in 

SSc. Adv Syst Scler 2021; 35(3): 101707. 
 https://doi.org/10.1016/j.berh.2021.101707
78. LIAKOULI V, CIANCIO A, DEL GALDO F,      

GIACOMELLI R, CICCIA F: Systemic sclero-
sis interstitial lung disease: unmet needs and 
potential solutions. Nat Rev Rheumatol 2024; 
20(1): 21-32. 

 https://doi.org/10.1038/s41584-023-01044-x
79. HERRICK AL, SHUKLA R, WATSON REB: 

Frontiers in translational systemic sclerosis 
research: A focus on the unmet ‘cutaneous’ 
clinical needs (Viewpoint). Exp Dermatol 
2020; 29(12): 1144-53. 

 https://doi.org/10.1111/exd.14179
80. HERRICK AL, ASSASSI S, DENTON CP:     

Skin involvement in early diffuse cutaneous 
systemic sclerosis: an unmet clinical need. 
Nat Rev Rheumatol 2022; 18(5): 276-85. 

 https://doi.org/10.1038/s41584-022-00765-9
81. PAGKOPOULOU E, ARVANITAKI A, DAOUS-

SIS D, GARYFALLOS A, KITAS G, DIMITROU-
LAS T: Comorbidity burden in systemic scle-
rosis: beyond disease-specific complications. 
Rheumatol Int 2019; 39(9): 1507-17. 

 https://doi.org/10.1007/s00296-019-04371-z


