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CASE REPORT

Acquired acanthosis nigricans with tripe palms
in a patient with interstitial lung disease
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INTRODUCTION

Tripe palms [(TP); acral acanthosis nigricans
(AN)], is a rare cutaneous syndrome in which the
palms develop velvety thickening and rugosity that
creates an exaggeration or distortion of dermato-
glyphics, resembling boiled tripe. In more than 90%
of patients, TP is associated with malignancy, pre-
dominantly pulmonary and gastric carcinomas.’
However, in approximately 6% to 10% of patients
with TP, no associated malignancy is found.' We
report a case of TP associated only with interstitial
lung disease (ILD), specifically idiopathic nonspe-
cific interstitial pneumonia (NSIP), and no associated
malignancy.

CASE REPORT

A 43-year-old man presented with a 2-year
history of worsening dyspnea. The radiographic
pattern on chest computed tomography was most
suggestive of NSIP. The finding of NSIP in a
43-year-old man strongly suggested an underlying
connective tissue disease (CTD) or autoimmune
process. Joint examination and an extensive
serologic evaluation for CTD were negative for a
specific CTD, and thus, an idiopathic autoimmune
etiology was favored as the etiology for his
NSIP. He was treated with a 6-month course of
prednisone (maximum dose of 40 mg daily) but
had progressive worsening of his ILD and
was referred to our center for lung transplant
evaluation. Over this same period he was noted
to have asymptomatic and gradually progressive
thickening of his bilateral palmar skin, which

Abbreviations used:

AN: acanthosis nigricans

CTD: connective tissue disease
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NSIP: nonspecific interstitial pneumonia
TP: tripe palms

correlated with progression of his ILD and
continued to worsen despite oral prednisone.
Examination found rugose thickening and
brownish-yellow hyperpigmentation with enhanced
dermatoglyphics on the bilateral palms and plantar
feet (Fig 1), symmetric tan velvety hyperpigmented
plaques on the bilateral neck folds, and digital
clubbing. Skin biopsies of the palms and neck folds
showed papillomatosis of the epidermis, hyper-
keratosis, and thin suprapapillary plates, consistent
with the clinical diagnoses of TP and AN (Fig 2).
The concomitant findings of TP and AN suggested
a cutaneous paraneoplastic syndrome and prompted
an extensive malignancy workup with whole-body
positron emission tomography—computed tomogra-
phy and virtual colonoscopy, all without evidence of
malignancy. Barium swallow and sputum cytology
findings were normal. Laboratory findings were
nonspecific with elevated serum erythrocyte
sedimentation rate (59 mm/h; normal, <15 mm/h),
carcinoembryonic antigen level (9 ng/mL; normal,
< 5ng/mL), and carbohydrate antigen 19-9 level (256
U/mL; normal, 0—37 U/mL). He was started on
mycophenolate mofetil for his ILD, and slight im-
provement in his palmar thickening was observed.
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Fig 1. Initial physical examination. Bilateral palms and plantar feet show significant rugose
thickening and brownish-yellow hyperpigmentation.

Fig 2. Palmar biopsy specimen shows hyperkeratosis and
papillomatosis with thin suprapapillary plates. (Hematox-
ylin-eosin stain; original magnification: X100.)

Because evaluation for malignancy was negative,
the patient underwent lung transplantation. At
the time of transplantation, frozen sections of
lung tissue and lymph nodes sent for pathologic
review were negative for malignancy, with the
final explanted lung specimen having fibrosing
NSIP  with superimposed organizing diffuse
alveolar damage. Follow-up surveillance more than
6 months after transplant shows no evidence of
malignancy. Marked decrease in skin thickness of
both palms and improvement in the digital
clubbing has been observed after transplant
(Fig 3) while on an immunosuppressive regimen
of prednisone, mycophenolate mofetil, and
tacrolimus.

DISCUSSION

TP is associated with malignancy in greater than
90% of cases."” Although this correlation holds true
even when TP is found in isolation, its 77% rate of
co-occurrence with malignant AN suggests that TP
may represent a variant of malignant AN.”* When AN
and TP are found together, an association with
gastrointestinal malignancy is most common.’
When found in isolation or with clubbing of the
digits, TP is most commonly associated with lung
cancer.” Our patient had TP with both AN and digital
clubbing, creating a high suspicion for gastric or
pulmonary malignancy. Given his known ILD, his
skin findings raised the question of whether there
was one diagnosis that could explain both issues,
such as a co-occurrence of a pulmonary malignancy
with ILD that remained hidden on imaging because
of the extensive fibrosis, a pulmonary malignancy
presenting as ILD, or a coincidental undetected
gastric malignancy. Despite an extensive search
that included histopathologic examination of both
explanted lungs, no malignancy could be identified.

The absence of malignancy prompted a review for
rarer potential nonmalignant causes of TP, such as
bullous pemphigoid, benign hepatic neoplasia,
systemic mastocytosis, psoriasis, and exfoliative
dermatitis.>® None of these conditions were found;
instead, there was a parallel course with TP and ILD
alone. Specifically, his palmar thickening correlated
with the onset of ILD, and these were progressive
together over the same period, even while on
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Fig 3. Decreased thickening and rugosity of bilateral palms and feet after immunosuppressive
therapy and pulmonary transplant.

prednisone. Furthermore, within weeks of treatment
with mycophenolate mofetil and lung transplanta-
tion, there was marked improvement in both the
rough texture and thickness of his palms.

The concurrent progression and resolution of the
patient’s ILD and TP strongly suggests that the
pathophysiology of each of these conditions is
linked. One hypothesis is that an underlying auto-
immune process resulted in the development of both
ILD and TP in our patient. One case described an
association between diffuse AN and an autoimmu-
nity (Sjogren’s syndrome and systemic lupus eryth-
ematosus—like features) in which the AN responded
to immunosuppressive therapy.” The authors
speculated that other yet-to-be-identified antibodies
(ie, other than insulin receptor antibodies) may
cause cutaneous findings similar to those seen in
patients with insulin resistance (ie, AN).”

Alternatively, ILD-associated growth factors
implicated in clubbing may contribute to the
development of TP. Although TP in the context of
malignancy has been attributed to the secretion of
epidermal growth factor by tumor cells,” its
pathogenesis in the absence of malignancy has yet
to be elucidated. Perhaps platelet-derived growth
factor, which is increased in ILD,” produces
cutaneous effects comparable to those of epidermal
growth factor. '

The strong association between TP and malig-
nancy prompts an appropriately extensive workup
but also has other implications, such as potential

preclusion from organ transplantation. Our report
adds to the small literature on nonmalignant TP. It is
important to document these rare cases, as
recognizing nonmalignant TP is essential to
appropriate decision making in complex clinical
scenarios and evokes alternative pathophysiologic
mechanisms of disease.
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