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Abstract 

We report the case of a 45-year-old female with generalized morphea (GM), who exhibited 

positivity for the anti-centromere antibody (Ab). She frequently developed multiple sclerotic 

skin lesions, whose histological findings were compatible with morphea. She demonstrated 

favorable responses to topical and oral steroids. Cases of GM associated with systemic sclerosis 

(SSc)-specific Abs (anti-Scl-70 Ab, anti-centromere Ab, and anti-RNA polymerase III Ab) have 

rarely been reported. The previously reported GM cases involving anti-SSc-specific Abs exhib-

ited some skin manifestations of SSc, such as nailfold capillary changes. However, our case did 

not show any signs of SSc or limited cutaneous SSc. More cases are needed to clarify whether 

GM with SSc-specific Abs leads to SSc. © 2018 The Author(s) 

 Published by S. Karger AG, Basel 

Introduction 

Morphea, which is also referred to as localized scleroderma, is a distinct disease entity 
from systemic sclerosis (SSc). Generalized morphea (GM) is a generalized form of morphea, 
which involves >4 indurated plaques of >3 cm in diameter and/or ≥2 body sites but does not 
affect the face or hands [1]. Morphea and GM are commonly associated with anti-ssDNA 
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antibodies (Abs) [2], but tests for SSc-specific autoantibodies, such as anti-centromere Abs 
(ACA), anti-Scl-70 Abs, and anti-RNA polymerase III (RNAP III) Abs, usually produce negative 
results. We describe the case of a patient with GM who exhibited positivity for ACA but did not 
display any features of SSc.  

Case Report 

A 45-year-old female was referred to our department because skin lesions on her legs 
became itchy. She had noticed sclerotic areas on her lower extremities 5 years ago and was 
followed up by the internist. At that time, her laboratory test results showed an elevated anti-
nuclear Abs (ANA) level (1:40 in a discrete speckled pattern) and ACA (index: 42.0, normal 
range <10). Indirect immunofluorescence was performed using HEp-2 cells as substrate to 
detect ANA and enzyme-linked immunosorbent assay was used to detect ACA. A physical ex-
amination at our department revealed that she had multiple circumscribed, indurated 
patches, which exhibited hyperpigmentation and atrophy, on her lower legs (Fig. 1a) and right 
forearm. The lesions had red borders, indicating that they were active. A biopsy specimen 
from a leg lesion showed thickened collagen bundles throughout the entire dermis, extending 
into the subcutis, and lymphocytic perivascular infiltration with scattered eosinophils (Fig. 
1b). A diagnosis of GM was made. She did not display Raynaud phenomenon, sclerodactyly, or 
nailfold capillary changes, which ruled out SSc [1]. Her medical history included cholelithiasis. 
She did not have a history of organic solvent exposure. Routine blood tests and urinalysis pro-
duced normal results, except for an elevated creatinine level (0.84 mg/dL, normal range: 0.46–
0.79). Laboratory investigations yielded positive values for the following Abs: ANA in a dis-
crete speckled pattern (1:80 titer), ACA (index: 40.2), and rheumatoid factor (16 U/mL). Con-
versely, tests for the following Abs produced negative results: anti-ssDNA, anti-dsDNA, anti-
SSA/Ro, anti-SSB/La, anti-Scl-70, anti-ribonucleoprotein, anti-Sm, and anti-RNAP III Abs. No 
visceral organ involvement was detected. The patient was treated with topical corticosteroids, 
which produced a favorable response. Three months later, she noticed two sclerotic patches 
with red borders on her right abdomen (Fig. 2). Treatment with 300 mg/day tranilast and 
topical corticosteroids was initiated, which improved the sclerosis. Six months later, she again 
noticed multiple new lesions. On examination, she presented with numerous new sclerotic 
plaques surrounded by red borders on her chest, abdomen, bilateral shoulders, and right up-
per arm (Fig. 3a, b). New lesions or the extension of existing lesions was seen on her lower 
legs. Oral prednisolone was initiated at a dose of 15 mg, and the patient’s skin status markedly 
improved. The prednisolone was gradually tapered and stopped. No recurrence had been de-
tected after 6 months. 

Discussion 

The three types of ANA that are most frequently associated with SSc are ACA, anti-Scl-70 
Abs, and anti-RNAP III Abs, which are found in over 50% of SSc patients [3]. They are highly 
specific and are generally present exclusively of each other [3]. ACA are the most frequently 
seen autoantibodies in SSc patients, and ACA positivity is strongly associated with the occur-
rence of limited cutaneous SSc [3]. Morphea and GM are commonly associated with anti-
ssDNA Abs, and the serum level of anti-ssDNA Abs was reported to be higher in patients with 
GM than in those with morphea [2].  
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Cases of GM associated with SSc-specific Abs have rarely been reported. We previously 
reported a case of GM involving anti-RNAPIII Abs [4], while a case of GM involving ACA has 
also been described [5]. Both cases involved nailfold capillary changes, one of the characteris-
tic features of SSc, which indicated that SSc might develop in future [4, 5]. In contrast, no fea-
tures of SSc, including Raynaud phenomenon, nailfold capillary changes, and sclerodactyly [1], 
were seen in the present case of GM involving ACA. In a large study of 245 patients with mor-
phea, including 37 patients with GM, only 1 GM patient each was positive for anti-Scl-70 Ab 
and ACA, respectively, but there was little information about whether these GM patients de-
veloped SSc-specific manifestations, such as Raynaud phenomenon, nailfold capillary changes, 
or sclerodactyly [6].  

It is currently unclear whether cases of GM involving SSc-specific Abs behave differently 
from cases of GM without SSc-specific Abs and whether the present case illustrates an unusual 
presentation of GM associated with SSc-specific Abs. More cases need to be studied to clarify 
these issues. 
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Fig. 1. a Sclerotic and atrophic areas were seen on both lower legs. b A histopathological examination re-

vealed dermal and subcutaneous sclerosis with thickened collagen bundles and lymphocytic infiltration 

(hematoxylin and eosin). 

 

 

 

Fig. 2. New sclerotic plaques with violaceous borders appeared on the patient’s abdomen. 
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Fig. 3. New sclerotic lesions were widespread on the left trunk (a) and right arm (b). 
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