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Review of 4430 patients with a diagnosis of scleroderma, morphea, or eosinophilic fasciitis 
has revealed 16 patients with one of a variety of serious hematologic diseases. Although it 
is not possible to comment on the exact relationship between the dermatologic disease and 
the hematologic disorder, in seven patients there appeared lo be a close lemporal relation
ship between the onset of the two conditions. The development of a serious hemalologic 
disease, especially a lymphoproliferative process, may rarely be seen not only in patients 
with eosinophilic fasciitis but also in those with systemic or localized scleroderma. Key 
words: sc/eroderma; morphea; eosinophi/ic Jasciitis; leukemia. (Received November 7, 
1984.) 

J. A. Doyle, Mayo Clinic, 200 First Street SW, Rochester, MN 55905, USA. 

Eosinophilic fasciitis was first described by Shulman (l) in 1974. Although the exact nature 
of this condition remains unclear, it has been suggested that it may represent a special 
variant of scleroderma or morphea (localized scleroderma) (2). Recently, there have been 
reports of hematologic disease, especially aplastic anemia, developing in patients with 
eosinophilic fasciitis (see reference 3 for additional references). 

To explore further a possible relationship between eosinophilic fasciitis and scleroderma 
and hematologic diseases, we have recently reviewed the hematologic diseases in patients 
seen at the Mayo Clinic in whom a diagnosis of either scleroderma or eosinophilic fasciitis 
was made. 

MATERIALS AND METHODS 
The diagnostic index file at the Mayo Clinic Department of Medical Records was reviewed for 
patients seen since 1950 who had a diagnosis of scleroderma, morphea, or eosinophilic fasciitis. This 
group of patients was then reviewed for an additional diagnosis of aplastic anemia, leukopenia, 
thrombocytopenia, multiple myeloma, leukemia, or lymphoma. 

RESULTS 

From January 1950 to July 1981, 4430 patients were seen at the Mayo Clinic in whom a 
diagnosis of morphea, scleroderma, or eosinophilic fasciitis was made. Within this group 
were 16 patients who had a second diagnosis of aplastic anemia, leukopenia, thrombocyto
penia, multiple myeloma, leukemia, or lymphoma. Characteristics of these patients and 
their diseases are summarized in Table I. 

Systemic scleroderma was the most common type of scleroderma seen (I O patients) and 
was of the CREST variety in 7 patients; 3 other patients with systemic scleroderma had 
pulmonary involvement (Table I). Three patients had localized cutaneous variants of 
scleroderma-that is, facial hemiatrophy, linear morphea, and localized plaque morphea. 

The three remaining patients had eosinophilic fasciitis. Two of these patients have been 
previously reported (4). 
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Table I. Hematologic disease in sc/eroderma syndromes 

SS = systemic scleroderrna; CREST = CREST syndrome; C = cutancous calcinosis; R = Raynaud's phenomenon; 
E = esophageal dysmotility; S = sclerodactyly; T = telangiectasia 

Age at 
Pa- Age at onset onset of 
tient of skin Skin Hematologic hematologic 
no. disease (yr) Sex disease disease disease (yr) Follow-up 

51 F ss Thrombocytopenia, Coombs-pos 56 Alive 

hemolytic anemia 
2 20 F ss Hodgkin's disease 21 Alive 
3 51 M ss Malignant lymphoma 52 Died, 

nonbacterial 
endocarditis, 
coronary 
embolism 

4 34 F RES Thombocytopenia 36 Dicd during 
repair of 
fracture of hip 

5 72 F RS Lymphosarcoma 68 Died, 
progressive 
lymphoma 

6 31 F CRST Hodgkin's disease 40 Died, 
progressive 
Hodgkin"s 
disease 

7 70 F REST Malignant lymphoma 79 Alive 

8 54 F REST Multiple myeloma 58 Died, 
progressive 
myeloma 

9 10 F CREST Chronic lymphocytic leukemia 67 Alive 
10 22 F CRST Multiple myeloma 62 Died, advanced 

myeloma, 
necrotizing 
colitis, 
pulmonary 
embolus 

Il 26 F Facial Hodgkin's disease 36 Died, brainstem 

hemiatrophy compression by 
Hodgkin's 
disease 

12 55 F Linear morphea Nodular lymphocytic lymphoma 48 Alive 

13 44 F Localized Nodular lymphocytic lymphoma 32 Alive 
plaque morphea 

14 55 M Eosinophilic Chronic lymphocytic leukemia 56 Alive 
fasciitis 

15 69 F Eosinophilic Pancytopenia 70 Alive 

fasciitis ?Evolving myeloprohferative 
process 

16 48 F Eosinophilic Pancytopenia 51 Died, 

fasciitis ?Smoldering myelomonocytic intracerebral 

leukemia hemorrhagc 
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Fig. 1. Temporal associ
ation of scleroderma and he
matologic disease. 

The types of hematologic diseases seen included non-Hodgkin's lymphoma (five pa
tients), Hodgkin's disease (three patients), thrombocytopenia (two patients, one of whom 
also had a Coornbs-positive hemolytic anernia), rnultiple myeloma (two patients), and 
chronic lyrnphocytic leukemia (two patients). Two patients developed a pancytopenia. 
Hematologic evaluation including bone marrow biopsy did not permit a rnore definitive 
diagnosis but suggested the presence of smoldering rnyelomonocytic leukemia (one pa
tient) and an evolving myeloproliferative disease (one patient) (4). 

Follow-up of the patients showed that half (8 of 16) were still alive after a mean interval 
from the time of hematologic diagnosis of 10 years. Eight of the patients had died after a 
mean survival of 4 years. In six of these patients, death was attributed to the hematologic 
disease. 

In the majority of patients (13 of 16), recognition of the sclerodermatous process 
preceded the diagnosis of the hematologic disease by an average of 11 years. In three 
patients (nos. 5, 12, and 13), the hematologic disease was diagnosed an average of9 years 
before the scleroderma. 

Although the exact onset of both the skin disease and the hematologic disease is difficult 
to define in a retrospective review, in seven patients (nos. 2-4, 8, and 14-16) there 
appeared to be a close temporal relationship between the onset of the two conditions (Fig. 
I). 

DISCUSSION 

Eosinophilic fasciitis is a recently recognized condition that is said characteristically to 
have a benign course. However, patients with this condition have now been described in 
whom there bave been changes in the hematopoietic system such as pancytopenia (*), 

anemia and thrombocytopenia (*), thrombocytopenia (*), hemolytic anemia (*), or 
lymphadenopathy (*). The aplastic anemia (*), anemia and thrombocytopenia (*), and 
anemia (*) may be antibody-mediated, but four patients have now been reported with 

* See reference 3 for additional references.

35-858436 
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evidence of a lymphoproliferative disorder (*). In four other patients, bone marrow 
biopsies were not diagnostic but did raise the possibility of a leukemic or pre-leukemic 

process in three (*, 4) and a myeloproliferative process in the fourth (4). 

Hematologic changes in systemic scleroderma are usually limited to a mild anemia (5-7), 
but patients with systemic scleroderma have been reported to also have pancytopenia (8), 

marrow aplasia (9), hemolytic anemia (9-13), hemolytic anemia with thrombocytopenia 
(14), and hemolytic anemia with leukopenia (15). Antibodies to erythrocytes and platelets 
have been demonstrated (8-15), and two of the patients who were treated with systemic 

corticosteroids were noted to have had improvement in their scleroderma (8, 10) similar to 

what might be expected in eosinophilic fasciitis. One of the patients in the review by 

Frayha et al. (6) had scleroderma and lymphosarcoma, and another study has demonstrat

ed that lymphoma and leukemia constitute one of the most common groups of malignan

cies seen in association with scleroderma (16). We are aware of only one previous report of 

hematologic disease (thrombocytopenia) in two patients with localized scleroderma (I 7). 

This study was designed only to identify individual patients with both scleroderma and 

hematologic disease and not to calculate a frequency of hematologic disease in a specific 

population. Thus, it is not possible to ascertain if the coexistence of the cutaneous and 

hematologic diseases in our patients reflects anything more than a greater likelihood of 

individuals with multiple diseases being seen at a major medical referral center. In seven 

patients there was at least a close temporal relationship between the onset of the two 

conditions (Fig. 1), suggesting a possible common cause. However, the overall frequency 

of hematologic malignancy in this group of patients with scleroderma in fäet is lower than 
the nationwide frequency ( 16). 

In summary, review of our data suggests that serious hematologic diseases may be seen 

in patients with localized and systemic scleroderma as well as eosinophilic fasciitis. While 

the exact relationship of the two conditions has yet to be determined, their coexistence 

may have serious prognostic implications for the patient. 
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