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Pruritus is occasionally reported and may be associated
This

1 acanthosis

with a higher rate of malignant acanthosis nigricans

form is clinically indistinguishable from ber

i as abrupt

Diagnosis

Diagnosis may be made by:

*+ Clinical inspection

» Laboratory assessment of glucose/insulin metabalism via

an androgen panel
Biopsy. The histologic signs prise of

co! hyperkerato-

sis, epidermal papillomatosis, and increased numbers of
melanocytes

I'he malignant form must be excluded
Imaging tests
No Imaging tests are needed except for ultrasound confirma

tion of PCOS in selected cases.

Acanthosis nigricans

Definition
Acanthosis nigricans is a hyperpigmented, hyperkeratotic

skin lesion

Etiology
Acanthosis nigricans is caused by factors that stimulate epi-
dermal kerat

nocyte and dermal fibroblast proliferation.

Benign form

In the benign form the factors involved are marked hyper
insulinemia; defects in the genes involved in insulin signal-
(IGF-1) fac-

tors due to high circulating levels of insulin; and stimulating

ing:; activation of insulin-like growth factor 1
glucose take-up by muscle tissue and epidermal cell prop
agation. Other suggested mediators include other tyrosine
kinase receptors (epidermal growth factor receptor [EGFR]

and fibroblast growth factor receptor [FGFR]).

Familial and syndromic forms
nerally include obesity, hyperinsulinemia, hyper

and These forms have

androgenism,

craniosynostosis.
been further divided into insulin-resistance syndromes and

fibroblast growth factor defects

Insulin-resistance syndromes
with
Rabson

Insulin-resistance syndromes are associated muta-

tions in the insulin receptor (leprechaunism,
Mendenhall syndrome); peroxisome prolilerator-activated
receptor gamma (type 1 diabetes with acanthosis nigri-
and 1-acylglycerol-3-phosphate  O-
acyltransferase-2 or seipin (Berardinelli-Seip syndrome)
AlC e Alstrom syn-

drome gene

cans hypertension};

lamin (Dunnigan syndrome); and

Acanthosis nigricans

Laboratory findings
The following may be found:
e B insulin resistance Low-normal or nor-
associated with inappropriately cle-
to insulin receptor antibodies) with
suppressed C-peptide and proinsulin
o In PCOS and insulin tance synd,

ome: Hyperinsulinemia

o In fype A insulin resis o syndrome: Glucose intolerance or

overt diabetes and extreme resistance to endogenous and

exogenous insulin associated with hyperandrogenism

Treatment
Manag
follows

ment of hyperglycemia and hyperinsulinemia is as

e Initype B

suppressant, and leptin

nsulin drome: Metformin, immuneo-

A i esistarce syndrome: 1GF-1.
linemia with PCOS: Low-fat diet, regular exer
cse, and metformin
ipodystrophic patients iazolidinediones.

lllustrations (Figs 7.1 & 7.2)

Fibroblast growth factor defects
factor defects include activating muta-

and in

Fibroblast growth
FGFR2

{Crouzon

(Beare~Stevenso! syndrome)

with

tions in
FGFR3

thanatophoric dysplasia, severe achondroplasia with devel-

syndrome acanthosis nigricans,
opmental delay, and acanthosis nigricans [SADDAN])

In women with hyperandrogenism, most of whom have
polycystic ovary syndrome (PCOS), acanthosis is found clin
ically in 5-30%, and may be much more common when
assessed by skin biopsy.

Malignant acanthosis nigricans

In malignant acanthosis nigricans, stimulating factors

secreted by or in response to the tumor are responsible
for the condition. Transforming growth factor (TGF)-a has
a similar structure to epidermal growth factor (EGF) and
may well be involved, Both TGF-« and EGF have both been
found in gastric adenocarcinoma cells, and EGFR expression
has been found in skin cells within acanthosis ricans
lesions.

The malignant form is far less common, with only 2 in
12 000 cancer patients showing signs of acanthosis nigricans.
It is most frequently associated with gastrointestinal adeno-
carcinomas (70-90%). About 18% of cases predate the diag-

nosis of malignancy

Signs and symptoms

Acanthosis nigricans presents as symmetrical, hyperpig-
mented, hyperkeratotic velvety plaques (Fig. 7.1). These
may be papillomatous in the most severe cases (Fig.

Lesions are most commonly [ound on the intertriginous
areas of the axilla, groin, back of the neck, and over the
elbow, but they may cover almost the entire skin surface
The palms, soles, and oral mucosa are not atfected. Lesions
begin as hyperpigmented macules and patches and progress

to palpable plaques.




