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Eruptive seborrheic keratoses associated with adalimumab use
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Abstract

Background: Seborrheic keratoses are common, benign cutaneous growths, how-
ever in rare situations they can acutely erupt in large numbers. Eruptive seborrheic
keratoses can be associated with internal malignancy (sign of Leser-Trelat), but may
also appear in conjunction with inflammatory dermatoses and adverse drug reactions.

Main observation: A 71-year-old Caucasian man presented with acute onset of
a pruritic, burning papular erythematous rash on his chest, upper extremities and
lower extremities after a routine adalimumab injection for rheumatoid arthritis. Two
skin biopsies obtained showed findings diagnostic of seborrheic keratoses. Spon-
taneous resolution of the diffuse eruptive seborrheic keratoses was achieved within
3 months of discontinuing adalimumab therapy.
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Conclusions: We believe the development of eruptive seborrheic keratoses due to
adalimumab therapy is rare, and because our patient responded promptly to di-
scontinuation of the drug we suggest this should be the preferred course of action
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in future cases. (J Dermatol Case Rep. 2013; 7(2): 60-63)

Introduction

Seborrheic keratoses are common, benign cutaneous grow-
ths that generally increase in frequency with age and sun
exposure.” In certain situations, however, they can acutely
erupt in large numbers, a condition known as eruptive se-
borrheic keratoses. Eruptive seborrheic keratoses can be
a sign of internal malignancy (sign of Leser-Trelat), or asso-
ciated with noncancerous conditions such as inflammatory
dermatoses and drug reactions.>” We present an unusual
case of eruptive seborrheic keratoses associated with ada-
limumab (Humira) use, which to our knowledge, has not
been reported before.

Case Report

A 71-year-old Caucasian man with a history of rheumato-
id arthritis was seen in the dermatology department com-
plaining of acute onset of a pruritic rash on his chest, upper
extremities and lower extremities. The patient had been re-
ceiving biweekly adalimumab injections for approximately

2 months without complication until shortly after his 5th in-
jection when he developed a papular erythematous rash on
his chest with satellite patches on his extremities. He com-
plained of itching and burning at the sites of the rash, but
denied fever, chills, night sweats, weight loss, previous oc-
currences of a similar rash, or recent medication changes
other than the initiation of adalimumab.

On physical examination, there were numerous skin co-
lored waxy, stuck-on appearing papules with halos of ery-
thema. These newly developed lesions covered his torso,
bilateral lower extremities all the way to the dorsum of both
feet, and bilateral upper extremities, but spared the head,
buttocks, groin, and hands. The few larger, pigmented, pre-
viously established seborrheic keratoses were uninvolved.

A full work-up revealed no obvious cause for the outbreak.
The following investigations were performed and found to
be within normal limits: complete blood count, urea and
electrolytes, liver function tests, C reactive protein, extrac-
table nuclear antigen antibodies (ENA) panel, C3 and C4
complement, double stranded DNA antibodies, chest X-ray,
colonoscopy, and chest/abdomen/pelvis CT. The rheuma-
toid factor was only slightly above normal limits at 17.0 [U/mL
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and antinuclear antibody elevated to 15 IU/mL at their re-
spective peaks. Two skin biopsies obtained showed findings
diagnostic of seborrheic keratoses (Fig. 2). Though wart was
considered in the differential diagnosis, other than the pa-
pillomatous surface, no other diagnostic features were iden-
tified. During the course of treatment, the patient develo-
ped erythroderma and the possibility of mycosis fungoides
was raised, however definitive histologic features were not
identified. Only one of three biopsies submitted for T-cell
receptor clonality studies by PCR showed a clonal T cell po-
pulation, which was insufficient for a diagnosis of mycosis
fungoides.®

A short course of oral prednisone and topical clobetasol
ointment provided little relief. The patient developed more
confluent and intense erythema, and extensive flaking over
the areas of erythema. One month after presentation, the
adalimumab was discontinued (after a total treatment cour-
se of approximately 3 months). The eruptive seborrheic ke-
ratoses slowly receded and within 3 months of medication
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cessation (4 months after onset) they completely involuted
and the condition was resolved. The evolution of the pa-
tient’s lesions is displayed in Figure 1.

Discussion

The phenomenon of eruptive seborrheic keratoses was
first described in literature by Dr. Murray Williams in 1956,
who documented four cases of multiple seborrheic kerato-
sis-like lesions appearing on patients with erythroderma se-
condary to eczematous dermatoses.” The lesions were de-
emed "acanthomata' and similar to classic seborrheic kera-
toses in almost every aspect except their transient nature.
In all four cases, the lesions spontaneously resolved within
six months of the erythroderma resolution.

Since that time, other cases documenting eruptive sebor-
rheic keratoses in connection with erythroderma have been
published, with associated inflammatory dermatoses such as

Figure 1

Evolution of eruptive seborrheic
keratoses due to adalimumab
use. (A) Initial eruption, (B) 2
months after initial eruption,
(C) 4 months after initial erup-
tion (3 months after discontinu-
ation of adalimumab).
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Figure 2

Seborrheic keratoses. Hematoxylin-eosin stained sections sho-
wing a papillomatous epidermis with irregular acanthosis and
overlying hyperkeratosis. Pseudo-horn cysts are rare. The su-
perficial dermis shows a predominantly perivascular infiltrate
composed of lymphocytes, histiocytes and rare mast cells.
Eosinophils are not identified. Example of a flatter lesion (A)
and one that was more polypoid (B).

pityriasis rubra pilaris,>* psoriasis,® eczema,®® and drug
eruptions.® In these cases, the eruptive seborrheic kerato-
ses developed either in the presence of erythroderma or
after its appearance. Resolution of the seborrheic keratoses
was often achieved with treatment of the underlying condi-
tion rather than any specific treatment for the keratoses.>*®

The case presented here is unique because this patient’s
eruption began as discrete eruptive seborrheic keratoses
surrounded by a halo of erythema. The erythema progres-
sed after the initial eruptions to later become confluent in
areas, especially his torso. This presentation differs from pu-
blished literature in that the appearance of the eruptive se-
borrheic keratoses preceded the erthroderma instead of de-
veloping in parallel or after its appearance. However, simi-
lar to previous reports, the eruption spontaneously resolved
without any specific treatment when the causative agent,
adalimumab, was discontinued.

The eruption of multiple seborrheic keratoses has also
been associated with internal malignancy, a phenomenon
known as the sign of Leser-Trelat. However, the validity of
this paraneoplastic sign has been questioned in literature
and still remains a matter of debate.'® In the case of our pa-
tient, we conducted an extensive laboratory and imaging
work up and ruled out malignancy as a cause of the eruption.

Conclusions

We report this case as a possible adverse reaction to ada-
limumab. To the best of our knowledge, this is the first do-
cumented case in literature of eruptive seborrheic kerato-
ses associated with adalimumab use. A previous publication
reported 3 incidents of seborrheic keratoses associated with
TNF alpha blocking therapy, however details regarding the
associated drug (infliximab, etanercept or adalimumab), tem-
poral association, and clinical course were not published.”
We believe the development of eruptive seborrheic kerato-
ses due to adalimumab therapy is rare. Our patient respon-
ded promptly to discontinuation of the drug and we suggest
this should be the preferred course of action in future cases.
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