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LETTERSTO THE EDITOR

Clinical-scientific notes

Cutaneous lichen amyloidosis in
multiple endocrine neoplasia

A non-English-speaking 40-year-old woman presented
with severe hypertension and multiorgan failure. No
past medical history could be elicited. In the first 24 h
of her admission, she developed cardiogenic shock with
labile
blood pressure, acute kidney injury, hyperglycaemia,
metabolic acidosis, disseminated intravascular coagulation,

a left ventricular ejection fraction of 25%,

ischaemic hepatitis and acute limb ischaemia. A unifying
diagnosis was not evident.

With the acquisition of medical records from overseas, it
was subsequently discovered that the patient had a
background of bilateral phaecochromocytoma and adrena-
lectomy 10 years prior. She was then found to have large
masses in both adrenal beds on CT abdomen (Fig. 1)
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Figure 1 CT abdomen demonstrated bilateral adrenal tumours measur-
ing 7.0 x 4.8 x 4.3 cm on the right and 3.9 x 3.6 x 3.5 cm on the left.
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with elevated urinary and plasma catecholamines and
metanephrines (Table 1). Catecholamine crisis was
diagnosed as the cause of her dramatic presentation
and staged bilateral thoracolumbar adrenalectomy
confirmed recurrent bilateral phaeochromocytoma.
Calcitonin was later found to be raised at 553 ng/L
(<20) and thyroid ultrasound revealed two nodules.
Biopsy was consistent with medullary thyroid cancer
(MTC) with immunohistochemistry positive for calcitonin,
carcinoembryonic antigen, amyloid, chromogranin and
TTF-1. Total thyroidectomy and lymph node dissection
demonstrated multifocal MTC and lymph node metastasis.

Family history was remarkable for her mother and five
of six siblings having bilateral phaeochromocytoma. One
of the siblings also had MTC. The patient’s daughter was
later found to have MTC and possibly an early
phaeochromocytoma. Multiple endocrine neoplasia type
2A (MEN2A) was suspected based on the clinical and family
history and Sanger sequencing of the RET proto-oncogene
in the proband identified a pathogenic missense mutation,
p.C634F.

Table 1 Urine and plasma biochemistry showed predominant adrenaline
secretion consistent with adrenal phaeochromocytoma

Test Result Reference range
Urine adrenaline (nmol/d) 4009 0-150
Urine noradrenaline (nmol/d) 644 0-785
Urine metanephrine (umol/d) 8.9% 0.0-2.1
Urine normetanephrine (umol/d) 3.8 0.0-5.6
Plasma adrenaline (nmol/L) 127.0* 0.0-15
Plasma noradrenaline (nmol/L) 164.7* 0.1-6.3
Plasma metanephrine (nmol/L) 29.1% <04

Plasma normetaphrine (nmoliL) 15.4* <09
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Figure 2

Inspection of the patient’s back revealed cutaneous lichen amy-
loidosis in the interscapular region and surgical scars across the flanks con-
sistent with previous bilateral adrenalectomy.

At follow up, the patient reported interscapular pruritis
that began at age 12 years and led to a scaly rash with
patchy depigmentation around age 20 years. Of her seven
family members with clinical MEN2A, three had an identi-
cal rash. The patient was diagnosed with cutaneous lichen
amyloidosis (CLA), a condition found in up to one-third
of patients with MEN2 and particularly in association with
mutations involving codon 634 of the RET gene as observed
in our patient.’

Cutaneous lichen amyloidosis is classically dermatomal
affecting dermatomes C8-D3, and it has been hypothesised
to be secondary to notalgia paraesthetica, a neuropathy
involving the dorsal rami nerves.”? However, the
pathogenic role of the mutated RET product remains
unclear. It is possible that there is a defect in neural
development directly related to the RET proto-oncogene
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as certain RET mutations have been found to cause both
endocrine neoplasia and Hirschprung disease characterised
by congenital absence of ganglion cells in the gastrointestinal
tract.’

Whilst CLA is an important marker of MEN2, it does not
appear to predict the clinical course of disease in affected
subjects and it has been observed in a patient with familial
MTC alone.'* Why it affects some and not all subjects in
MEN?2 kindreds remains unclear with evidence limited to
case reports and case series. This poor evidence base also
implies that the link between CLA and codon 634 muta-
tions in RET may simply reflect the overall predominance
of codon 634 mutations observed in MEN2.”

Herein, we demonstrate the importance of this easily
identifiable but little known dermatological sign in the early
diagnosis of MEN2. Recognition of CLA along with the
patient’s pre-existing surgical scars (Fig. 2) at initial pre-
sentation to the local institution may have expedited the
diagnosis of MEN2 in this patient. Patients with thyroid
nodules, suspected phaeochromocytoma or primary hyper-
parathyroidism should accordingly be examined for this
sign, which should in turn prompt MEN2 phenotypic and
genotypic screening. Awareness of CLA may help circum-
vent episodes of catecholamine crisis due to unrecognised
phaeochromocytoma especially at times of surgery.

Received 16 March 2015; accepted 16 June 2015.

doi:10.1111/im;j.12925

S. M. C. De Sousa'” and A. .McCormack™’

"Endocrine and Metabolic Unit, Royal Adelaide Hospital Adelaide,
South Australia, ?Hormones and Cancer Group,

Garvan Institute of Medical Research and 3Depeu‘trnent of
Endocrinology, St Vincent’s Hospital, Sydney,

New South Wales, Australia

lichen amyloidosis. Thyroid 2009; 19:
651-5.

C, Alessi E, Cortelazzi D et al. Frequent as-
sociation between MEN 2A and cutaneous
lichen amyloidosis. Clin Endocrinol 2003;
59:156-61.

2 Chabre O, Labat F, Pinel N, Berthod F, Tarel
V, Bachelot I. Cutaneous lesion associ-
ated with multiple endocrine neoplasia
type 2A: lichen amyloidosis or notalgia

© 2016 Royal Australasian College of Physicians

3 Sijmons RH, Hofstra RMW, Wijburg FA,
Links TP, Zwierstra RP, Vermey A et al.
Oncological implications of RET gene mu-
tations in Hirschsprung'’s disease. Gut 1998;
43: 542-7.

4 Rothberg AE, Raymond VM, Gruber SB,
Sisson J. Familial medullary thyroid
carcinoma associated with cutaneous

1

Mulligan LM, Marsh DJ, Robinson BG,
Schuffenecker I, Zedenius J, Lips CJ

et al. Genotype-phenotype correlation in
multiple endocrine neoplasia type 2:
report of the International RET Muta-
tion Consortium. J Intern Med 1995;
238: 343-6.

117



