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Introduction

Eosinophilic fasciitis (EF), first described by Shulman
1974, is a rare inflammatory scleroderma-like disorder
of unknown etiology characterized by symmetric pain-
ful swelling and induration involving arms and legs in
association with peripheral eosinophilia (1). Rapid on-
set, progression and good response to the systemic
corticosteroid therapy are also characteristics of the dis-
ease. A causal relationship with physical exertion has
been suggested in almost half of the reported cases.
The occasional presence of antinuclear antibodies and
rheumatoid factor and the coexistence with autoimmune
hematologic diseases suggest an autoimmune patho-
genesis (2). Numerous studies have described EF in
association with ingestion or exposure to environmen-
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A 58-year-old woman was evaluated for disseminated scleroderma-like skin lesion which started on
lateral aspects of the upper extremities and progressed rapidly, involving trunk and lower extremities.
They first skin lesions appeared one month after she had started simvastatin therapy for hypercholester-
olemia. Clinical and histopathological findings corresponded to the diagnosis eosinophilic fasciitis. Me-
thylprednisolone 60 mg per day was started; simvastin was discontinued. After two weeks of therapy the
patient became afebrile, arthralgic pains and edema of legs subsided, and skin lesions softened. The
percentage of eosinophils dropped to normal. The eosinophilic fasciitis was possibly induced by the 3-
hydroxy-3-methylglutaryl coenzyme A reductase inhibitor, simvastatin, an association that has been
previously described.
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tal agents, particularly L-tryptophan. Most recently, a
possible role of Borrelia burgdorferi infection was de-
scribed (3). In addition some drug exposures have been
implicated. Cutaneous side effects following simvastatin
treatment, including the development EF have been well
described, (4-6). Litt (7) lists 29 references mentioning
side effects involving skin after simvastin treatment.

Case report

A 58-year-old woman had a history of disseminated
scleroderma-like skin changes beginning on lateral as-
pects of the upper extremities and progressed rapidly,
involving also trunk and lower extremities (Figures 1).
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A few days later weakness and swollen extremities with
arthralgia suddenly appeared. The temperature was
slightly elevated. The first skin lesions appeared one
month after initiation of simvastatin therapy for hyper-
cholesterolemia. She had no history of atopy and could
not remember a tick bite. Since 1997 idiopathic ven-
tricular tachycardia had been diagnosed, for which
therapy with verapamil was initiated.

Laboratory tests showed an elevated erythrocyte
sedimentation rate of 40 mm/h, and a total peripheral
blood leukocyte count 10.9 x 109/ L with 28% eosino-
phils. Antinuclear antibodies were positive (1:320 ho-
mogenous pattern), tests for antibodies to extractable
nuclear antigen and Scl 70 as well as tests for syphilis
were negative. Protein and immunoelectrophoresis,
liver function tests, as well as serum levels of creatinin-
kinase, lactic acid dehydrogenase and aldolase remai-
ned within the normal range. PCR on Borrelia burgdor-
feri was negative. Bacterial, viral and parasite serologic
tests were all negative. Routine tests of urine and feces
were negative; the same were urine, feces and blood
cultures. Tumor markers were within normal limits. The
chest x-ray, mammography, abdominal and cardiac ul-
trasound, electrocardiography, spirometry and testing
by barium swallowing were normal.

The skin biopsy specimen revealed a typical pat-
tern of scleroderma. Epidermis was normal; an inflam-
matory perivascular, superficial and deep infiltrate with
eosinophils, lymphocytes, plasma cells and histiocytes
was present in the dermis. Collagen bands in the der-

mis were hyalinized and sclerotic. Subcutaneous septa
and muscular fascia were thickened, infiltrated by many
eosinophils, some lymphocytes and plasma cells (Fig-
ures 2-4).

Methylprednisolone 60 mg per day was started;
simvastin was discontinued. After two weeks of therapy
the patient became afebrile, arthralgic pains and edema
of legs subsided, skin lesions softened. The percentage
of eosinophils dropped to the normal.

Discussion

EF is an uncommon inflammatory disorder of un-
known etiology. The patient usually first experiences
pain, swelling and tenderness of proximal aspects of
the limbs, chest or neck, with subsequent induration of
the skin and subcutaneous tissues, in association with
peripheral eosinophilia. Visceral involvement is rare.
Although clinically resembling progressive systemic
sclerosis, eosinophilic fasciitis bears many unique fea-
tures and is now considered by most authors to be a
separate disease (8).

The absence of Raynaud’s phenomenon and scle-
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Figure 2. Eosinophilic fasciitis: Scanning
magnification revealed typical pattern of
scleroderma (hematoxylin-eosin, 40 x).

Figure 1. Eosinophilic fasciitis: disseminated
scleroderma-like skin changes on the trunk and
the upper extremities.
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rodactyly are useful distinguishing features from scle-
roderma.

Laboratory examinations in early active disease show
eosinophilia, an elevated ESR, and polyclonal IgG hy-
pergammaglobulinemia. Antinuclear antibodies and
rheumatoid factor are usually absent. Nonspecific elec-
tromyographic changes may be seen.

Biopsy is the most important diagnostic procedure
for EF. Histopathological examination reveals a normal
epidermis and an inflammatory infiltrate with lympho-
cytes, plasma cells, histiocytes and eosinophils in the
dermis, subcutaneous tissue, septa, fascia and muscles.
Subsequently fibrosis and sclerosis of septa in the sub-
cutaneous fat develop.

The etiology of EF remains unknown. A causal rela-
tionship with physical exertion has been suggested in
almost half of the reported cases. In addition, the occa-
sional presence of antinuclear antibodies and rheuma-
toid factor and the coexistence with autoimmune he-

matologic diseases, suggest an autoimmune pathogen-
esis. Numerous studies have described an association
with the ingestion or exposure to environmental agents,
particularly L- tryptophan. Most recently, a role of Bor-
relia burgdorferi infection was described. (9). Recent
reports showed that in vitro fibroblasts from involved
fascia produce increased levels of mRNA for collagen
types I, II and IV compared to adjacent dermal fibro-
blasts. The facial fibroblasts express transforming
growth factor (TGF) beta I and connective tissue growth
factor (CTGF) mRNA, which may account for the clini-
cal fibrosis. Eosinophilic degranulation may lead to fi-
broblast activation (10).

Specifically, EF is clinically characterized by rapid
onset and progression and often responds favorably to
systemic corticosteroid therapy. Most patients respond
rapidly to high doses of prednisolone 0.5-1.0 mg/kg/
day followed by rapid reduction to 5 to 10mg/day. Con-
tinued low doses may be required for 2-5 years. Ad-
junctive medications include hydroxychloroquine,
cyclosporine, azathioprine and methotrexate (11,12).

Clinical and histopathological findings in this case
correspond to the diagnosis EF. There was no suspi-
cion of relevant environmental or toxic exposure.
Paraneoplastic disease, progressive systemic sclerosis
and Lyme borreliosis were excluded. The absence of
any other etiological factor suggests that simvastatin
might be the causative factor in this case. Verapamil
could be also incriminated, but this is less probable.

Simvastatin is a lipid regulating drug and is a com-
petitive inhibitor of 3-hydroxy-3-methylglutaryl coen-
zyme A reductase (HMG-CoA reductase), the rate-de-

Figure 4. Eosinophilic fasciitis: Subcutaneous
septa and muscular fascia, infiltrated by
lymphocytes, plasma cells and many
eosinophils (hematoxylin-eosin E 400 x).

Figure 3. Eosinophilic fasciitis: Superficial and
deep infiltrate with lymphocytes, plasma cells
and eosinophils was present in the dermis;
collagen bands were hyalinized and sclerotic
(hematoxylin-eosin, 100 x).
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termining enzyme for cholesterol synthesis. HMG-CoA
reductase inhibitors reduce total cholesterol, low-den-
sity lipoprotein (LDL)-cholesterol, and very-low-density
lipoprotein (VLDL)-cholesterol concentrations in plasma.
They also tend to reduce triglycerides and to increase high-
density lipoprotein (HDL)-cholesterol concentrations.

Simvastatin is used to reduce LDL-cholesterol,
apolipoprotein B, and triglycerides, and to increase HDL-
cholesterol in the treatment of hyperlipidemias, includ-
ing hypercholesterolemias and mixed hyperlipidemia.
Simvastatin is also given prophylactically to hypercho-
lesterolemic patients with ischemic heart disease (14,15).

The commonest adverse effects of therapy with

simvastatin are gastrointestinal disturbances, headache,
skin rashes, dizziness, angioedema, proteinuria, pur-
pura, depression and insomnia.

Hepatitis and pancreatitis also have been reported.
Myopathy characterized by myalgia and muscle weak-
ness and associated with increased creatine phospho-
kinase concentrations, has been reported (16).

The history and the course of the disease, histopa-
thology, and very good respond to the prednisolone
therapy confirm the diagnosis of EF in this case. Our
experience and a review of other cases described, sug-
gest that simvastatin is the most likely the causative fac-
tor in the etiology of the EF.
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