
Case 9 
A 41-year-old housewife from Bangkok 
Chief complaint: Chronic, pruritic, brownish patch on upper back. 
Present illness: The patch, first noticed 16 years ago, gradually 
spread over time. Due to a positive family history of multiple 
endocrine neoplasia type 2A (MEN2A), she was tested for and 
diagnosed with MEN2A 1 year ago, consisting of medullary thyroid 
carcinoma (MTC) and pheochromocytoma of the left adrenal gland. 
Past history: Diabetes mellitus for 1 year. 
Family history: Eldest sister (fig. 2) and her daughter (fig. 3), 
both with MEN2A (MTC, parathyroid adenoma, and 
pheochromocytoma), had similar lesions on upper back since their 
mid-twenties. Other 5 siblings were tested negative for RET proto-
oncogene mutation. 

 
Skin examination: Multiple, small, non-scaly, brownish macules, 
arranged in a rippled pattern and coalescing to an ill-defined 
brownish patch on upper back (fig. 1).  
 
Histopathology (S11-10912) 
  Multiple pale amphophilic globues with some melanophages at the 
dermal papillae 
  Mild hyperkeratosis and hyperplasia with occasional dyskeratotic 
cells 
 
 

 (fig. 1) 
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 (fig. 3) 



 
 
Investigation: CBC, BUN, Cr, LFT, PTH, Ca, PO4 - normal. 
Heterozygous mutation of Cys634Tyr in exon 11 of RET proto-
oncogene in all 3 cases. 
Diagnosis: Macular amyloidosis associated with MEN2A. 
Treatment: Potent topical steroid, emollient, and keratolytic. Total 
thyroidectomy and left adrenalectomy shortly after the diagnosis of 
MEN2A. 
Presenter: Kunlawat Thadanipon, MD. 
Consultant: Premjit Vaiyavatjamai, MD. 
Discussion: 

Amyloidosis is characterized by abnormal extracellular 
deposition of fibrillar proteinaceous substance known as amyloid. 
Primary cutaneous amyloidosis, a category of organ-limited 
amyloidosis, consists of macular, lichen, biphasic, dyschromic, and 
nodular forms.1 In nodular amyloidosis, the amyloid deposits are 
derived from immunoglobulin light chains, similar to primary 

systemic amyloidosis observed in plasma cell dyscrasias. By 
contrast, the amyloid of macular, lichen, or biphasic amyloidosis 
reacts to anti-cytokeratin antibody2, suggesting its derivation from 
keratinocytes and the role of chronic friction in the pathogenesis. 
Macular amyloidosis is clinically seen as chronic, small, confluent, 
brownish macules, which are often pruritic and arranged in rippled 
pattern. It commonly involves the upper back and extensor 
surfaces of extremities. Clinically, it is thought to be in the same 
disease spectrum as lichen amyloidosis1. When both forms coexist, 
they may be called “biphasic” amyloidosis. 

The amyloid deposits in macular amyloidosis are shown as 
small, amorphous globules confined to the papillary dermis. 
Pigmentary incontinence with melanophages is also found. 

Associations between macular and/or lichen amyloidosis and 
autoimmune diseases, including scleroderma, dermatomyositis, 
SLE, and primary biliary sclerosis have been noted. Rare familial 
forms of macular and/or lichen amyloidosis have also been reported 
in association with pachyonychia congenita, dyskeratosis congenita, 
familial palmoplantar keratoderma, and multiple endocrine 
neoplasia type 2A (MEN2A).3 

MEN2A is a syndrome comprising at least 2 of the following 
3 endocrine disorders: medullary thyroid carcinoma (MTC), 
pheochromocytoma, and hyperparathyroidism (from either 
hyperplasia or adenoma), with MTC being the most common. 
Although there are some sporadic cases, MEN2A is an autosomal 
dominant disease, with mutation in the RET proto-oncogene. 

Macular/lichen amyloidosis is common in MEN2A patients, 
found in 30 to 73 percent.4-7 It is noteworthy that all MEN2A cases 
with macular/lichen amyloidosis, as well as the family presented 
here, have mutation in the codon 634 of RET proto-oncogene.5, 8-10 
The cutaneous amyloidosis may appear either before or after the 
diagnosis of MEN2A.7, 11 However, it is still controversial whether to 
screen for MEN2A in all familial primary cutaneous amyloidosis 



cases. Some investigators observed different dermatologic features 
between cutaneous amyloidosis associated with MEN2A (confined 
to upper back) and familial primary cutaneous amyloidosis (more 
widespread). They failed to identify the genetic association between 
the two entities.9, 12  

Once MEN2A is diagnosed in an individual, relevant specific 
RET proto-oncogene mutation should be tested for in all family 
members at risk. As there have been reports of local metastatic 
MTC in children, thyroidectomy should be performed before the age 
of 6 years in all individuals with mutation in some of the specific 
codons, including codon 634 mentioned earlier.13 In other words, all 
MEN2A cases with cutaneous amyloidosis will finally have MTC, and 
therefore must undergo thyroidectomy soon after the diagnosis. 

Treatment of macular amyloidosis should be aimed at 
minimizing trauma and relieving pruritus. Current treatment options 
include potent topical steroids, topical calcineurin inhibitors, topical 
capsaicin, intralesional steroids, phototherapy, laser therapy, 
dermabrasion, systemic retinoids or immunosuppressive agents, 
among others. None of them is curative or uniformly effective.1, 2, 14  
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