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n	 INTRODUCTION

Among connective tissue diseases, sys-
temic sclerosis (SSc) has the highest 

disease-related mortality, with a median 
survival of 11 years after diagnosis (1). The 
2013 American College of Rheumatology/
European League Against Rheumatism 
(ACR/EULAR) criteria for the classifica-
tion of SSc consider that skin thickening of 
the fingers of both hands extending proxi-
mally to the metacarpophalangeal joints 
is enough to classify a patient as having 
SSc. However three subsets have been rec-
ognized: limited cutaneous SSc (lcSSc), 
diffuse cutaneous SSc (dcSSc) and SSc 
without skin involvement (2). The last, also 
known as systemic sclerosis sine sclero-
derma (ssSSc), is a variant without clini-
cally detectable skin involvement, yet with 
visceral and immunological manifestations 
that are characteristic of SSc (3). In the 
registry of the German Network for SSc, 
ssSSc was found to be present in 1.5%, 
supporting the concept of Poomorghim 

et al. who consider it a clinical variant of 
lcSSc, with similar characteristics and no 
specific antibody profile (4). Besides skin 
thickening, there were no significant dif-
ferences in terms of internal organ involve-
ment, laboratory values, serum autoanti-
bodies or survival rate compared to lcSSc 
(5). Meanwhile, a Brazilian cohort of 79 
ssSSc patients and the Spanish registry 
with 69 ssSSc patients suggested that more 
cardiac involvement and less telangiecta-
sia would differentiate it from lcSSc, but 
a recent multicenter study of 27 ssSSc pa-
tients suggested that it is probably a forme 
fruste of lcSSc, meaning that the absence 
of skin involvement may be ascribed to a 
misclassification due to early or subtle in-
volvement (3, 6, 7). It has been proposed 
that the term scleroderma be abandoned 
on the grounds that it is incorrectly related 
to the diagnosis of SSc, and be potentially 
replaced by designations such as morphea 
(localized scleroderma), lcSSc (previously 
reported as CREST syndrome), dcSSc and 
ssSSc (1).

summary
Systemic sclerosis (SSc) sine scleroderma (ssSSc) is characterized by the absence of skin involvement, despite 
other manifestations of systemic sclerosis are present. It is not known whether sSSc represents a forme fruste of 
limited cutaneous SSc or a distinct entity, but the 2013 American College of Rheumatology/European League 
Against Rheumatism criteria for the classification of SSc have considered SSc without skin involvement to be 
a distinct subset.
The authors present the case of a 70-year old female that was referred for a consultation for Raynaud’s phe-
nomenon and a chronic anterior uveitis (CAU). She had a history of dysphagia, diffuse pulmonary emphysema 
and a biopsy-documented fibrosis of the upper lobes, and an idiopathic non-ischemic dilated cardiomyopathy 
with severe left ventricle systolic dysfunction and left bundle branch block. Anti-nuclear and anti-centromere 
antibodies were positive, while manometry revealed distal esophageal hypomotility. After establishing the diag-
nosis of ssSSc and starting immunosuppression, the ocular disease improved, while the lung and heart diseases 
remained stable. This case underlines that it is very important to suspect SSc when CAU is present and/or skin 
thickening is absent. To our knowledge, this is the first report of CAU in a patient with ssSSc.
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Data for ocular involvement in SSc is 
scarce. It appears to be variable, affect-
ing both anterior and posterior segments, 
the orbit and the extra-ocular muscles (8). 
Uveitis is a known complication of SSc in 
infants, but the relationship between the 
two disorders is not as consistent in adults 
(9).

n	 CASE REPORT

A 70-year-old white female was referred 
for a consultation for Raynaud’s phenom-
enon (RP) and bilateral idiopathic uveitis. 
RP had been present for several years, was 
triphasic and induced by exposure to cold. 
The patient had already been on systemic 
corticosteroids (deflazacort 60 mg/day) 
for several months due to a chronic ante-
rior uveitis (CAU), after a poor response 
to topic corticosteroids and ofloxacin. She 
had noticed a severe lack of vision when 
she first attended her ophthalmologist and 
had only a partial improvement after taking 
a systemic therapy. Bilateral phacoemulsi-
fication had been postponed until the sta-
bilization of the ocular disease. There was 
no history of arthritis, inflammatory back 
pain, myalgias, skin changes and oral or 
genital ulcerations. Sarcoidosis, tuberculo-
sis, toxoplasmosis and syphilis had already 
been excluded based on clinical and labo-
ratory grounds.
The patient had a history of previous to-
bacco use (total of 20 pack-years) and was 
being followed by a pneumologist for a 
stage C chronic obstructive pulmonary dis-
ease (COPD), diagnosed five years before, 
when she presented with moderate dys-
pnea. Relevant diagnostic procedures per-
formed during that period included a high-
resolution computed tomography (HRCT), 
which revealed not only a diffuse centri-
lobular pulmonary emphysema but also a 
fibrosis of the upper lobes, a transthoracic 
needle biopsy that was performed due 
to a suspicious lung node [excluding any 
malignancy but revealing an extensive fi-
brosis in the adjacent parenchyma compat-
ible with nonspecific interstitial pneumo-
nia (NSIP)] and pulmonary function tests 

showing a mixed pattern with low forced 
vital capacity (78.5%) and forced expira-
tory volume (FEV1 45.6%), and a low 
diffusing capacity of the lungs for carbon 
monoxide (DLCO/VA 18.5%). A function-
al test had revealed a reduced capacity to 
cover a six-minute walk distance (360 m) 
and a high oxygen desaturation after exer-
cise (7%), although values were normal for 
gas exchanges at rest. She was also being 
followed by a cardiologist due to an idio-
pathic non-ischemic dilated cardiomyopa-
thy with severe left ventricle systolic dys-
function (LVSD). Since she was classified 
as New York Heart Association functional 
class III after the optimization of the medi-
cal therapy and had a complete left bundle 
branch block with QRS of more than 150 
ms, she had been submitted to the implan-
tation of a cardiac resynchronization ther-
apy-implantable cardioverter defibrillator. 
The last echocardiography reported an 
estimated left ventricular ejection fraction 
of 20%, also revealing aortic valve sclero-
sis without stenosis, hypertrabeculation of 
the lateral, inferior and posterior myocar-
dial walls and thickening of the papillary 
muscles and tendinous chords, without 
indirect signs of pulmonary arterial hyper-
tension (PAH). Other cardiovascular risk 
factors included systemic hypertension and 
dyslipidemia. She was being followed by a 
gastroenterologist for chronic gastritis and 
esophagitis, as she also complained of dif-
ficulty in swallowing, despite having been 
treated with a proton pump inhibitor for 
several months.
During the clinical examination, pulmo-
nary auscultation revealed diffuse inspira-
tory rales. No skin thickening, telangiec-
tasia, digital tip ulcers or fingertip pitting 
scars were present. Nifedipine was started 
and led to an improvement of RP. Nailfold 
videocapillaroscopy revealing an early 
pattern is shown in Figure 1. Anti-nuclear 
antibodies (ANA) were positive in high ti-
ter (>1/1000); anti-centromere antibodies 
(ACA) were also positive. The remaining 
autoimmunity profile was negative includ-
ing anti-topoisomerase, while blood counts 
were normal and blood chemistry revealed 
normal values for urea and creatinine, liver 
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enzymes and acute-phase reactants includ-
ing C-reactive protein (1.8 mg/L). Manom-
etry revealed distal esophageal hypomotil-
ity and normal pressure in the esophageal 
sphincters, which were compatible with 
SSc. Immunosuppression was initiated. 
After three months, ocular disease had im-
proved with a resolution of CAU, while 
the pulmonary and cardiac diseases were 
stable.

n	 DISCUSSION

The patient fulfills the 2013 ACR/EULAR 
criteria for SSc: although she does not have 
skin thickening, abnormal nailfold capil-
laries (2 points), interstitial lung disease (2 
points), RP (3 points) and SS-related au-
toantibodies (3 points) are sufficient. She 

also fulfills all the criteria defined by Poor-
moghim et al. for ssSSc diagnosis: absent 
skin thickening, RP, positive ANA, one vis-
ceral organ involvement (distal esophageal 
or small bowel hypomotility, pulmonary 
interstitial fibrosis, pulmonary hyperten-
sion, typical cardiac involvement or renal 
failure consistent with scleroderma renal 
crisis) and absence of another connective 
tissue disease or any other disease that ex-
plains the clinical picture (3). Even though 
emphysema and NSIP seem to coexist in 
her lungs, the latter seems to be caused by 
SSc, along with distal esophageal hypomo-
tility and, possibly, idiopathic cardiomy-
opathy.
In general, ssSSc affects predominantly 
white women (4 to 5:1 ratio) in their mid-
dle age (mean of 50 years) (6, 10). Table 
I shows the prevalence of clinical features 

Figure 1 - Nailfold capillaroscopy revealing an early pattern with a relatively well preserved 
architecture, some megacapillaries (left) and few hemorrhages (right, arrow).

Table I - Prevalence of some manifestations in systemic sclerosis sine scleroderma. 
Poormoghim et al., 
2000 (5) (n=48)

Hunzelmann et al., 
2008 (4) (n=22)

siméon-aznar et al., 
2012 (7) (n=69)

marangoni et al., 
2013 (3) (n=79)

Diab et al., 
2014 (6) (n=27)

RP 98% 95.5% 91.3% NA 92.6%
GI involvement 79% NA 71% NA NA
Esophagus dismotility (77%) 72.7% (44.9%) (83.1%) (56%)
Pulmonary involvement 68% NA 71% NA NA
ILD 39% 59.1% 39.1% 56.9% 25.9%
Cardiac involvement 9% 13.6% 49.3% 11.3% NA
Conduction alteration NA 16.7% 14.5% NA NA
Capillaroscopic sclerodermic pattern NA NA 78.3% 75% 74.1%
ANA positive 94% 95% 89.9% 100% 94.4%
ACA positive 31% 35% 41.5% 42.3% 50%

RP, Raynaud’s phenomenon; GI, gastrointestinal; NA, not available; ILD, interstitial lung disease; ANA, antinuclear antibodies;  
ACA, anti-centromere antibodies.

Non
-co

mmerc
ial

 us
e o

nly



24 Reumatismo 1/2015

case report T. Borges, J. Vilaça, S. Ferreira et al.

presented by series of patients with ssSSc. 
Of note, none of these refer to ocular in-
volvement in SSc (except for sicca syn-
drome in the Spanish Registry) or, more 
specifically, uveitis (3-7).
Esophagus is estimated to be involved in 
70 to 80% of patients with ssSSc, which 
is the highest for the SSc subsets. Gastro-
intestinal involvement includes abdominal 
cramps and/or distension, nausea and vom-
iting, loss of weight, diarrhea, malabsorp-
tion, dysphagia and gastroesophageal re-
flux disease (3, 4). Our patient has the most 
characteristic feature of gastrointestinal in-
volvement in ssSSc, which is distal esopha-
geal dismotility. On the other hand, RP ap-
pears almost invariably in ssSSc, therefore 
constituting the most common symptom 
(4-7). Age at RP onset is variable with a 
mean of 42.7 years, which is earlier than 
skin and organ involvement (4). Nailfold 
capillary abnormalities are estimated to oc-
cur in about three quarters of patients with 
ssSSc (4-7). Our patient showed no clinical 
skin involvement, which is consistent with 
its lesser frequency in ssSSc (about 64%) 
compared with other SSc subsets, except 
for undifferentiated SSc (4).
The largest literature review on this topic 
has estimated that pulmonary involvement 
occurs in about two thirds of patients, in-
cluding dyspnea, radiologic evidence of fi-
brosis, FVC <70%, DLCO <70% and PAH, 
whose frequency is considerably higher 
than that reported in lcSSc (11). The fre-
quency of pulmonary fibrosis was reported 
to be closer to that seen for dcSSc (55 to 
60%) than for lcSSc (about 20%), whilst 
a recent multicenter study has shown that 
it is similar in ssSSc and lcSSc (around 
25%) (4, 6). NSIP and usual interstitial 
pneumonia are the most common patterns 
on HRCT (11). The former carries a bet-
ter prognosis and should alert the clinician 
to the possibility of an underlying autoim-
mune disease, including ssSSc (11). Our 
patient had no PAH, although ACA were 
positive. Pulmonary function tests revealed 
a mixed pattern, which is consistent with 
the co-existence of COPD and interstitial 
lung disease.
Heart involvement is estimated to occur in 

about 12.5-25% of ssSSc patients, which 
is consistent with the prevalence seen in 
lcSSc, presenting as heart failure includ-
ing diastolic dysfunction, pericardial effu-
sions, electrocardiographic abnormalities 
and coronary heart disease.4,10 Our pa-
tient had heart failure with severe LVSD, 
while left bundle branch block had been 
an indication to the resynchronization 
therapy. Moreover, cardiac fibrosis seems 
to be the underlying cause of a cardiomy-
opathy that had been previously classified 
as idiopathic.
Like in other subsets, more than 90% of 
patients with ssSSc are positive for ANA 
and anti-Scl-70 and ACA are the most fre-
quent SSc-associated autoantibodies (4, 6). 
Nucleolar or speckled patterns are more 
specific for SSc. Diab et al. have suggest-
ed that antibody profiles of ssSSc patients 
are similar to those with lcSSc, including 
an half likelihood of having ACA and low 
rates of anti-topoisomerase I (16.7% versus 
11.1%) and anti-RNA polymerase III (0% 
versus 7.6%) (6). Nevertheless, the eleva-
tion of acute-phase reactants seems to be 
less frequent than in other variants (4.5% 
versus more than 15%) (4). Our patient had 
a normal C-reactive protein.
Ocular involvement in SSc often relates 
to scleroderma of the eyelids, including 
tightness of the lids and blepharophimosis 
(12). In a cross-sectional study of 25 pa-
tients, eyelid skin changes were present in 
the majority (51.1%), keratoconjunctivitis 
sicca in almost half (48.9%), cataracts in 
42.2%, retinal microvascular abnormali-
ties (indistinguishable from those related 
to systemic hypertension and often associ-
ated with a severe capillaroscopic pattern) 
in 28.9%, glaucoma in 13.3% and con-
junctival vascular congestion in 8.9% (13). 
Furthermore, microcirculation seems to be 
affected early in the course of the disease, 
with significant reduction of choroidal 
perfusion (8). On the other hand, the fre-
quency of eyelid skin changes is expected 
to be different in ssSSc patients due to the 
absence of skin thickening, but no preva-
lence studies are known. In the previous 
study, recurrent episcleritis was reported 
(4.4%), but other inflammatory diseases, 
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including scleritis, peripheral ulcerative 
keratitis and uveitis, were not (13). To our 
knowledge, there are only four case reports 
in the literature pointing to a rare asso-
ciation between SSc and uveitis in adults, 
since this relationship is more established 
in pediatric scleroderma (9, 14). Moreover, 
these cases were related to SSc with skin 
thickening and at least two with CREST 
syndrome, so this patient is exceptional, 
as she presents with ssSSc. Besides CAU, 
she also has bilateral cataracts, which are a 
common known complication.
In conclusion, this case underlines that SSc 
may affect several organs, even in the ab-
sence of skin involvement, so a high degree 
of suspicion is required when no skin thick-
ening is present. Additionally, although 
other autoimmune diseases are far more 
common when CAU is present, one should 
consider the possibility of SSc when fibro-
sis of more than one organ is evident.
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