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Scleromyxedema is a rare variant of lichen myx-
edematosus. In addition to cutaneous manifes-
tations, scleromyxedema often presents with 
systemic manifestations, including dysphagia, 
proximal muscle weakness, central nervous sys-
tem disturbances, encephalopathy, and restrictive 
lung disease. It is almost always associated with 
paraproteinemia, usually IgG with g light chains. 
We review the l i terature on scleromyxedema  
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associated with neurologic symptoms and pre-
sent a case of a 49-year-old woman with enceph-
alopathy attributable to scleromyxedema. 

Cutis. 2010;85:137-140. 

Case Report
A 49-year-old woman presented to the emergency 
department with confusion and painful swelling of 
both hands (Figure 1). The patient’s speech was 
broken and she was unable to express her thoughts. 
A family friend reported a 5-day history of forgetful-
ness that progressively worsened to difficulty finding 
words and nearly unintelligible speech. According to 
family members, the patient’s baseline mental status 
was sharp, intelligent, and quick-witted. Review of 
systems was remarkable for fatigue, occasional blurred 
vision, muscle pain, and tingling and numbness in 
the extremities that resulted in difficulty ambulating. 
The patient also reported skin changes throughout 
a year that manifested as a nonpruritic pink rash on 
her upper lip (Figure 2) and eyebrows as well as small 
white papules on her ears and arms. 

The patient was admitted to the hospital for 
evaluation of her confusion. Physical examination 
demonstrated pink plaques on her nose, glabella, 
and periorbital region bilaterally, as well as tiny 
white papules on her ears, posterior aspect of the 
arms, and anterior aspect of the thighs (Figure 3). 
Her skin was thickened and firm to the touch, with 
the appearance of an early leonine face. All cranial 
nerves, except the olfactory nerve, were intact by 
examination. Initially she was able to follow simple 
commands; however, by her second day in the hospi-
tal, she was unable to respond to verbal commands. 

Results from blood work for nutritional or endo-
crine etiology were normal, ruling out metabolic 
encephalopathy. Blood cultures, serologic viral 

titers for Lyme disease and parvovirus B19-Au, 
and initial evaluation of her blood and colony-
stimulating factors (CSFs) showed no signs of an 
infectious etiology. Magnetic resonance angiography 
and magnetic resonance imaging of the neck and 
head were normal; however, the electroencephalo-
gram showed diffuse slowing of activity consistent 
with diffuse encephalopathy. Serum immunofixa-
tion revealed IgG lambda monoclonal paraprotein 
representing 25% of the total serum IgG. Further 
evaluation of CSFs showed normal levels of IgG 
and oligoclonal bands suggestive of a monoclonal 
gammopathy. On her third day in the hospital, her 
serum IL-6 level also was elevated (14.96 pg/mL 
[reference range, 0.31–5.0 pg/mL]). A punch biopsy 
from a fine, papular, symmetric eruption on her 
lateral thigh showed a dermal proliferation of fibro-
blasts associated with mucin deposition (Figure 4). 
Clinical, serologic, and pathologic findings were all 
consistent with a diagnosis of scleromyxedema. 

The patient was started on intravenous (IV) 
methylprednisolone (60 mg IV every 12 hours), 
which resulted in a marked improvement in her 
mental status. After a diagnosis of scleromyxedema 
was confirmed, IV immunoglobulin was added. She 
was discharged from the hospital on the 17th day 
with complete resolution of her confusion. Cutane-
ous manifestations of the disease were still present, 
albeit improved. 

Comment
Scleromyxedema is a rare variant of lichen myxedem-
atosus. The localized form without systemic mani-
festations is generally called lichen myxedematosus 
(also known as papular mucinosis), and the more 
sclerotic diffuse form with systemic manifestations 
is referred to as scleromyxedema. The localized 
form does not follow the same disabling or even 
fatal course as scleromyxedema. In all forms there 

Figure 1. Swelling of the right hand. 
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is a generalized or acral eruption of papules, but 
in scleromyxedema there also is a diffuse thicken-
ing of the skin associated with erythema.1 The 
most common sites of involvement are the head 
and neck region, upper trunk, forearms, hands, and 
thighs. Patients with scleromyxedema often present 

with skin thickening and decreased joint mobility.  
Scleromyxedema affects men and women equally, 
usually between 30 and 80 years of age,2 and is char-
acterized by waxy, erythematous or yellowish papules 
caused by an accumulation of mucin in the der-
mis.1 The papules often become confluent and form 
plaques, giving the skin a thick sclerotic appearance. 
Although the pathogenesis is unknown, fibroblast 
proliferation and excessive deposition of acid muco-
polysaccharides in the dermis are characteristic of all 
forms of the disease. It is frequently associated with an 
IgG-type light chain monoclonal gammopathy; how-
ever, the role of paraproteinemia in the pathogenesis 
of the disease remains uncertain.3,4 

Primarily a cutaneous disorder, associated sys-
temic involvement has been described, including 
cardiovascular, renal, hematologic, rheumatologic, 
and neurologic abnormalities, as well as restrictive 
lung disease and esophageal dysmotility.5,6 Neuro-
logic impairment associated with scleromyxedema 
is rare and reports include myopathy, entrapment 
neuropathy, convulsions, and encephalopathy.5,7 
Although generally a chronic disease, the prognosis 
is poor when neurologic dysfunction is involved.8 
Scleromyxedema associated with encephalopathy 
rarely is reported in the literature. Several cases have 
been described in which the triad of fever, convul-
sions, and coma were associated with a prodromal 
flulike illness, sometimes with spontaneous resolu-
tion and other times resulting in death.5 Dysarthria 
and/or confusion often precede severe neurologic 
dysfunction and often are associated with a fatal 
outcome.6-12 Our patient remained afebrile while in 
the hospital, and her neurologic symptoms resolved 
with high-dose IV steroids. 

Our patient’s elevated serum IL-6 levels were 
worthy of further investigation. IL-6 is a cytokine 
secreted by macrophages that induces acute-phase 
protein production. It has been suggested that 
elevated levels of IL-6 in CSFs may play a role in 
the pathogenesis of encephalopathy in patients with 
scleromyxedema. Furthermore, IL-6 may regulate 
the permeability of the blood-brain barrier. In the 
report by Johkura et al,8 a patient’s CSF was evalu-
ated during episodes of encephalopathy associated 
with scleromyxedema. Both CSF and serum IL-6 
levels were markedly elevated during episodes of 
encephalopathy, whereas other markers of inflam-
mation such as tumor necrosis factor a and IL-2 
remained within reference range. Furthermore, the 
elevation of IL-6 was more prominent in the CSF 
than the serum and seemed to correlate with the 
level of confusion.8 

According to a review of the literature using 
PubMed and the search terms scleromyxedema and 

Figure 4. Dermal proliferation of fibroblasts associated 
with mucin deposition (H&E, original magnification 340). 

Figure 2. Fine papules on the upper lip. 

Figure 3. Papules on the thigh.
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IL-6, our patient is the second case in which serum 
IL-6 levels are mentioned in association with sclero-
myxedema. The serum IL-6 level was measured on 
the patient’s third day in the hospital, a day after she 
was started on IV steroids. The correlation of CSF 
and serum IL-6 levels with episodes of confusion 
warrants further investigation, as does the admin-
istration of high-dose steroids early in the disease 
course (before confusion progresses). 

There is no definitive cure for scleromyxedema. 
Melphalan, systemic corticosteroids, and plasma-
pheresis have been suggested as first-line treat-
ments2 and are the mainstay of treatment in patients 
with systemic complications. Second- and third-line 
treatment modalities include cyclophosphamide, 
retinoids, thalidomide, topical corticosteroids, 
extracorporeal photopheresis, autologous stem cell 
transplant, IV immunoglobulin, interferon alfa-2b, 
psoralen plus UVA radiation, and radiation and 
electron-beam therapy.2,4 Initial favorable responses 
to immunosuppressive agents may not be consis-
tently maintained, and despite aggressive treat-
ment, the disease remains fatal in a high percentage  
of patients. 

ReFeRenCes
 1.  Elder DE, Johnson B Jr, Elenitsas R, eds. Lever’s 

Histopathology of the Skin. 9th ed. Philadelphia, PA: 
Lippincott; 2005.

 2.  Heymann WR. Scleromyxedema. J Am Acad Dermatol. 
2007;57:890-891. 

 3.  Rayson D, Lust JA, Duncan A, et al. Scleromyxedema: 
a complete response to prednisone. Mayo Clin Proc. 
1999;75:481-484.

 4.  Berger JR, Dobbs MR, Terhune MH, et al. The neurologic 
complications of scleromyxedema. Medicine (Baltimore). 
2001;80:313-319. 

 5.  River Y, Levy I, Gilead L, et al. Fever, convulsions and 
coma in scleromyxedema: a “dermato-neuro syndrome.” 
Neurology. 1996;46:1778-1779. 

 6.  Godby A, Bergstresser PR, Chaker B, et al. Fatal sclero-
myxedema: report of a case and review of the literature. J 
Am Acad Dermatol. 1998;38(2, pt 2):289-294. 

 7.  Rothe MJ, Rivas R, Gould E, et al. Scleromyxedema and 
severe myositis. Int J Dermatol. 1989;28:657-660.

 8.  Johkura K, Susuki K, Hasegawa O, et al. Encephalopathy 
in scleromyxedema. Neurology. 1999;53:1138-1140.

 9.  Fudman EJ, Golbus J, Ike RW. Scleromyxedema with 
systemic involvement mimics rheumatic diseases. Arthritis 
Rheum. 1986;29:913-917.

10.  Kantor GR, Bergfeld WF, Katzin WE, et al. Scleromyx-
edema associated with scleroderma renal disease and 
acute psychosis. J Am Acad Dermatol. 1986;14(5, pt 2):
879-888.

11.  Webster GF, Matsuoka LY, Burchmore D. The association 
of potentially lethal neurologic syndromes with sclero-
myxedema (papular mucinosis). J Am Acad Dermatol. 
1993;28:105-108.

12.  Reid TL, Spoto DV, Larrabee GJ, et al. Monoclo-
nal paraproteinemia with subacute encephalopathy, 
seizures, and scleromyxedema. Neurology. 1987;37:
1054-1057. 

 
 Copyright Cutis 2010. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

CUTIS 
Do Not Copy




