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Systemic sclerosis (SSc) is a heterogeneous disease with a wide range of clinical
presentations. Some SSc-associated characteristics differ between countries,
ethnicities, and geographical regions1. SSc-associated interstitial lung disease (SSc-
ILD) is considered as the leading cause of death in SSc. Nonetheless, little is known
about the direct comparison of the characteristics of SSc-ILD between geographical
regions worldwide.

This study aims to determine and compare the prevalence, clinical presentation, 
management and prognosis of SSc-ILD among predefined geographical regions.

EUSTAR inclusion centres were located within 39 different countries that
were clustered into 7 pre-defined geographical regions: “Southern
Europe”, “Western Europe and Nordic countries”, “Eastern Europe, Russia
and Baltic countries”, “Central Europe”, “Africa and Middle East”, “America
(north and south)”, “Asia and Oceania”2. Only patients enrolled since
January 2009 in the EUSTAR database and fulfilling ACR/EULAR 2013 or
ACR 1980 classification criteria were included. Data were extracted from
the database in February 2019.

7380 patients were included in the cross-sectional evaluation. 

The mean prevalence of SSc-ILD (attested by the presence of signs of lung fibrosis on HRCT and/or X-rays, or when a date for a diagnosis of ILD was informed) was 47.9%, with high differences among regions:
the region “Eastern Europe, Russia and Baltic countries” had the highest prevalence (68.1%) of SSc-ILD, whereas “Western Europe and Nordic countries” had the lowest (41.6%) (p<0.0001). FVC (%pred) was
significantly lower in patients with SSc-ILD than in unaffected patients (86.6+21.6 vs 101.8 +19.6; p<0.0001) and this remains valid in all geographical regions taken separately except in “Eastern Europe, Russia and
Baltic countries” where FVC only tended to be lower in SSc-ILD patients (82.9+20.4 vs 90.0 +15.9; p=0.055). SSc-associated characteristics also differed according to regions: Scl70 antibodies were associated with
SSc-ILD in all regions (p<0.001) except in America where this association was not statistically significant (positive in 19.6% of patients without ILD and positive in 29.9% of patients with ILD, p>0.99).
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Subsequent longitudinal analyses were performed on the 2389 patients 

with SSc-ILD and at least one follow-up visit: 

“Asia and Oceania” had a significantly worse survival in comparison with
all other regions. “Asia and Oceania” had the lowest use of
immunosuppressive therapies (8.6%; p<0.0001 in comparison with all other
regions). Regarding deaths, the highest proportion of death due to SSc was in
“Africa and Middle East” (90.0%) and the lowest in “America” (57.1%).

Prevalence, severity and clinical presentation of SSc-ILD significantly varies among geographical regions worldwide. There is a trend for lower use of immunosuppressive 
drugs in regions with lower survival rate. Socio-environmental, geographical and also health system organisation factors may influence these results. 
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Table 1 : Prevalence of SSc-ILD in the different pre-determined geographical regions 

Table 3: Baseline characteristics of 3534 patients with SSc-ILD in the different pre-determined geographical regions Table 2:  Seven geographical regions, country selection and included SSc-ILD 
patients from the EUSTAR Database

Overall survival with stratification on ILD status

No ILD

ILD ever
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Illustration of SSc-ILD on HRCT

ILD: interstitial lung disease; RP: Raynaud’s phenomenon; dcSSc: diffuse cutaneous systemic sclerosis, mRSS: modified Rodnan Skin Score; DU: digital ulcers;  ACA: anti-centromere antibodies; ATA: anti-
topoisomerase antibodies; RNA pol III: anti-RNA polymerase III antibodies; U1-RNP: anti U1 ribonucleoprotein antibodies; CRP: C-reactive protein; DLCO: diffusing capacity of the lung for carbon monoxide; 

FVC: forced vital capacity; TLC: total lung capacity; MMF: mycophenolate mofetil; MTX: methotrexate. 


