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TOWARDS SYSTEMIC SCLEROSIS
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Background: Although some dated studies suggest a possible association

between clinical characteristics and isotypes of anticentromere antibodies

(ACA) in patients with systemic sclerosis (SSc), characteristics of ACA

have not been described thoroughly in SSc.

Objectives:

1. Describe characteristics of anticentromere antibody (ACA) response in a
large cohort of SSc patients.

2. Evaluate differences between ACA response between SSc patients fulfilling
ACR 2013 criteria and those with very early diagnosis of SSc (VEDOSS).

Methods: ACA 1gG, IgM and IgA levels were assessed in serum samples
of patients visiting the Leiden SSc care pathway and who were IgG
ACA+ at baseline. Patients had to fulfil either the ACR criteria or the
VEDOSS criteria. Differences in isotype expression and levels between
the two groups were evaluated, also with stratification for disease dura-
tion. Furthermore, in the SSc group we determined correlations between
isotypes and disease duration and evaluated if isotype positivity was
associated with clinical manifestations.

Results: ACA characteristics were measured in 167 ACA IgG+ patients.
Thirty-five patients (21%) fulfiled the VEDOSS criteria and 132 (79%) the
ACR criteria. ACA IgG+ patients displayed a broad isotype usage with
75% being ACA IgA+ and 68% being ACA IgM+ in serum. Patients
within the SSc group showed higher ACA IgG levels and a higher per-
centage of ACA IgM positivity compared to the VEDOSS patients. Nota-
bly, these findings remained valid after stratification for disease duration,
demonstrating that VEDOSS patients that did not progress to SSc within
at least 5 years had lower ACA IgG levels and were less frequently
positive for ACA IgM. In the SSc group, moderate correlations between
isotypes were found; ACA IgM positivity was associated with occurrence
of digital ulcers (p=0.02).

Total group Very early SSc SSc

(n=167) (n=35) (n=132)
Female, n(%) 150 (90) 34(92) 116 (89)
Age, mean (SD) 58 (13) 55 (15) 58 (13)
Since RP, median(IQR) 12 (5-25) 10 (4-26) 13(5-25)
Since non RP, median(IQR) 4(1-11) 2(1-5) 5(1-12)
mRSS, median (IQR) 2(0-4) 0(0-0) 3(0-5)
Teleangiectasia, n(%) 117 (70) 7 (20) 110 (83)
Digital ulcers, n(%) 33(20) 0(0) 33(25)
ILD on HRCT, n(%) 13(8) 0(0) 13 (10)
PAH, n(%) 12(7) 0(0) 12(9)

ACA characteristics

IgA positivity, n(%) 125 (75) 26 (72) 99 (76)
IgA level [aU/mL], median (IQR) 73 (39-139) 76 (35-130) 73 (37-142)
IgM positivity, n(%) 114 (68) 18 (50) 96 (73)*
1gM level [aU/mL],, median (IQR) 64 (1-527) 21 (0-487) 65 (4-527)

1gG level [aU/mL],, median (IQR) 361(156-919) 197 (94-530) 478 (183-1010)**
Table 1. Baseline characteristics IgG+ ACA patients. SSc= systemic sclerosis, ACA=anticentromere
antibody, RP=Raynaud phenomenon, mRSS= modified Rodnan Skin Score, ILD= interstitial lung
disease, HRCT= high resolution computed tomography, PAH= pulmonary arterial hypertension,
Bonferroni correction applied * p= 0.03, ** p=0.03.

Figure 1

Conclusion: We observe a clear difference in the quality of the centro-
mere-specific immune response between VEDOSS patients and SSc
patients, also when stratifying for disease duration. The higher ACA IgG
levels and presence of ACA IgM in SSc patients indicates that the ACA
response in SSc is more pronounced showing signs of ongoing activity.
These data indicate that the ACA B cell response is potentially relevant
in disease development. In addition, ACA isotype expression and ACA
IgG levels might contribute to better identify VEDOSS patients at risk for
SSc development.
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Background: Silicone is considered biologically inert; thus it has been
employed in many medical devices and nowadays is commonly used in
plastic surgery for mammary prosthesis. The most common adverse reac-
tion after silicone breast implant (SBI) is capsular contracture due to a
foreign body reaction. Autoinmune Rheumatic Diseases (ARD) have been
associated with SBI or siliconosis as part of the spectrum of Autoim-
mune/Inflammatory Syndrome Induced by Adjuvants (ASIA). Silicone is an
adjuvant that may ‘bleed’ and subsequently may be a chronic stimulus to
the immune.

Objectives: To determine the frequency of rheumatic diseases (ARD) and
associated factors in patients with ASIA induced by SBI (ASIA-SBI).
Methods: This study was performed between 2012 to 2018 in a tertiary
hospital from a cohort of 200 patients with ASIA (associated of oily sub-
stance, vaccines and siliconosis according to Shoenfeld criteria). We
selected those patients with ASIA induced by SBI and clinical manifesta-
tions of any autoimmune disease. The clinical manifestations of ARD
were evaluated and classified according to The American College of
Rheumatology or EULAR criteria for some rheumatic diseases. We also
investigated family history of autoimmune diseases, tobacco smoking
coexisting allergies and comorbidities such as hypothyroidism, depression,
anxiety and others. Main autoantibodies, histological findings were also
evaluated. We used descriptive statistics for analysis.

Results: There were 30 women patients with mean age 48.5+16.3 46
years old, mean disease duration of disease 6+5.5 years. The mean
time of appearance of clinical manifestations after SBI was 8 +4.9 years.
The rheumatic diseases (RD) or ARD were Systemic sclerosis (SSc) 7,
Fibromyalgia (FM) 6, Systemic lupus erythematosus (SLE) 3, rheumatoid
arthritis (RA) 6, overlap syndrome 2 (SSc plus SS and SLE plus SSc),
Sjogren syndrome (SS) 1, Takayasu arteritis 1, Still disease 1, tunnel
carpal syndrome 1, antiphospholipid syndrome 1 and angioedema and
urticaria 1. We found family history of rheumatic disease in 40%, allergic
history ( food, drugs) in 40% and smoking in 50%. Hypothyroidism was
observed in 30% and anxiety 30%. Patients were treated according to
the rheumatic disease. Ten cases had their prostheses removed because
extracapsular ruptured implants, with re-implantation of new prosthesis in
8 patients. Two patients experienced improvement of complaints after
explantation of the implant.

Conclusion: We found a prevalence of ASIA associated to SBI of 15%.
The main RD were SSc, FM and RA. We observed an association with
family history, allergies and smoking in these patients.

Further studies are necessary to determine if SBI has a cause —effect
relationship in the rheumatic disease manifestations.
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