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INTRODUCTION

Our case describes an unusual presentation of dermatomyositis
in a patient with ovarian carcinoma. The eruption appeared as a
venous stasis like dermatitis. The temporal sequence of onset after
chemotherapy administration suggested a possible drug-induced
process. However, in the context of underlying ovarian carcinoma,
a paraneoplastic process offered an alternative explanation for
dermatomyositis.

Dermatomyositis (DM) is a rare autoimmune disorder that
primarily affects skin and skeletal muscle with a prevalence of 0.6-
1.0 per 100.000 people. Women are affected approximately three
times as much as men [1]. Hallmark cutaneous features include
heliotrope rash-a lilac discoloration of the upper eyelids, Gottron’s
papules- erythematous or violaceous papules and plaques on the
dorsal surfaces of the finger joints and knuckles of the hands, and
macular erythemas. Cutaneous manifestations classically distributed
on the face, neck, anterior chest (V sign), shoulders (Shawl sign),
elbows, the knees, and malleoli [2]. Unusual findings have included
acquired icthyosis [3], bleomycin-like flagellate erythema [4], papular
mucinosis [5], and follicular hyperkeratosis [6], and vesiculobullous
lesions [7].

Amyopathic Dermatomyositis (ADM) affects 21% of patients
with dermatomyositis [8]. ADM has the same skin lesions as classic
dermatomyositis for 6 months or longer, but without evidence of
proximal muscle weakness or serum muscle enzyme abnormalities. In
order to establish the diagnosis there should be a biopsy confirmation.

Udkoff, et al. [9] by reviewing the literature, identified 88 cases
of ADM associated with malignancy. The diagnosis of cancer prior
to ADM was found in 68% of patients, was coincident in 16% of
patients, and followed in 16% of patients.

Classic and amyopathic dermatomyositis diagnosed patients have
a 14-28% probability of developing cancer, with lung cancer being
the most common in cases of classic DM and breast cancer being the
most common in cases of ADM [9]. Moreover, ovarian cancer and
nasopharyngeal cancer (particularly within Asian population) are
the second and third most common tumors in both amyopathic and
classic dermatomyositis [9]. In addition, DM-like eruptions have been
associated with etoposide and cyclophosphamide chemotherapies in
case reports [10]. A long-term treatment with hydroxyurea may also
induce skin eruptions imitating those of DM [11].

We present a case of clinically ADM in a patient with ovarian
carcinoma. Although DM in this clinical setting is well recognized, the
case we present is unique and characterized by unusual distribution
of cutaneous findings. The temporal sequence of the eruption which
appeared after carboplatin/paclitaxel administration raised the
possibility of a drug-associated DM.

CASE REPORT

An 8l-year-old Caucasian woman with underlying ovarian
carcinoma, undergoing carboplatin/paclitaxel =~ chemotherapy,
presented in July 2004 with 1-month-old, bilateral, symmetric, pruritic
papules, and confluent plaques confined to the gaiter area, extending
bilaterally from just above the malleoli to below the knees (Figure 1).
The patient had no other physical findings on the face, chest, back,
hands, or feet. She stated that the skin eruption had appeared 3 days
after her second treatment with carboplatin/paclitaxel. A similar rash
had appeared, but spontaneously resolved within 10 days after her
first chemotherapeutic treatment.
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Figure 1: Erythematous papules and confluent plaques at presentation.

The patient had been given the diagnosis of stage IIIB ovarian
carcinoma in May 2004. She was receiving intravenous infusion of
paclitaxel (260 mg) and carboplatin (300 mg) every 3 to 4 weeks. When
the patient reported to oncology for her third cycle of chemotherapy
in July 2004, she voiced concern that the chemotherapy might
exacerbate the eruption on her legs, which had persisted without
improvement since her previous treatment. As a result, she was
referred to dermatology for immediate consultation.

The clinical differential diagnosis included venous stasis
dermatitis, contact dermatitis, or a drug eruption. A punch biopsy
was performed on the left leg, and topical triamcinolone was
prescribed for the presumptive diagnosis of venous stasis dermatitis.
The histopathologic diagnosis was consistent with DM. Given the
fact that the patient had underlying ovarian cancer, it was concluded
that DM might represent a paraneoplastic syndrome. Because it was
expected that the rash would likely improve with further treatment
for the ovarian carcinoma, the patient received a third cycle of
chemotherapy in July 2004.

Overall, the patient’s ovarian carcinoma responded to the
chemotherapy treatment as evidenced by a significant reduction of
the carbohydrate antigen-125 level (CA-125) and reduction of as cites
and omental disease. However, the skin presentations of DM persisted
without change. It was recommended that the patient receive a fourth
cycle of chemotherapy, but the patient declined because of side effects
of the treatment. Without any further treatment the course of the
disease deteriorated. Her care was transferred to a hospice, and she
passed away 3 months after her final chemotherapy treatment.

HISTOPATHOLOGY

Microscopic examination of the biopsy specimen revealed
confluent and early bullous interface dermatitis with vacuolar
alteration of the basal cell layer (Figure 2). Epidermal atrophy,
orthokeratosis, and scant perivascular and interstitial lymphocytic
infiltrate in the dermis were present (Figure 2). Necrotic basal
keratinocytes and squamatization were present. Venules were
prominent but not increased in number or particularly dilated. Alcian
blue stain produced negative results for dermal mucin deposition.

DISCUSSION

Although the eruption was limited to the legs, histopathologic
findings were consistent with DM. In addition, early bullous changes
were present in the basal layer, which have been described in
gynecologic malignancies 7] and may represent acute, severe disease
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[12]. The main histopathologic differential diagnosis of DM is early,
acute, or subacute lupus erythematosus. The presence of massive
interface changes (with prominent vacuolization and apoptosis of
keratinocytes), the lack of deep lymphocytic infiltrate, and the absence
of mucin in our patient would be unusual for lupus erythematosus.
Although the presence of dermal mucin would have helped support
the diagnosis of DM, its absence did not militate against it, particularly
because mucin is a more constant finding in lupus.

The temporal sequence of the eruption after each of two
administrations of carboplatin/paclitaxel and the spontaneous
resolution of the first eruption within 10 days of a drug-free interval
suggested a possible association with drug therapy. Carboplatin
and paclitaxel have rarely been associated with mild cutaneous
hypersensitivity reactions, but have not been associated with DM to
our knowledge. However, cases of DM or DM-like syndromes have
been associated with a wide range of drugs [13], including other
chemotherapies, specifically hydroxyurea [11], cyclophosphamide
[10] and etoposide [10]. As in our case, these cases had histopathologic
findings consistent with DM, they lacked muscular weakness, and
DM spontaneously resolved during a drug-free interval [10,14].
(Table 1) displays medications that have been associated with drug-
induced DM by previous authors.

Further efforts are needed to differentiate DM in the context of
malignancy from DM-like eruptions in which certain drugs may have
arole.

According to Fiorentino et al. [49] anti-NXP-2 and a novel
antibody, anti-p155/140, which was later identified as autoantibody
to human transcriptional intermediary factor 1-gamma (TIF1-Y)
are found in 55% of patients with cancer-associated DM.
Carcinoembrionic Antigen (CEA), carbohydrate antigen-125,
carbohydrate antigen 19-9, and carbohydrate antigen 15-3 could be
used for the detection of solid tumors in DM [50]. Autoantibodies
have a very promising role in the evaluation of risk of malignancy in
patients with DM.

The cancer screening recommendations, recognition of new
antibodies associated with malignancy can be offered to patients
with ADM in order to make accurate diagnosis and conduct better
treatment for the patients.

We emphasize the importance of clinicopathological correlation,
significance of the biopsy as a most specific diagnostic tool for any

Figure 2: Interface dermatitis, with vacuolar alteration of the basal cell layer,
epidermal atrophy and orthokeratosis. Scant perivascular and interstitial
lymphocytic infiltrate in the dermis. (Hematoxylin-eosin stain; original
magnification: x 400).
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Table 1: Drugs related to DM onset, described by previous authors.

Drug category Drug name References
Cytotoxic/antitumor antibiotic Hydroxyurea 11,14-22
Atorvastatin 23
N Lovastatin 24
HMG Co-A reductase inhibitor 8
Pravastatin 25
Simvastatin 26-28
Chelator Penicillamine 29-34
Local anesthetic (Amide) Carticaine 35
X . Niflumic acid 36
Nonsteroidal anti-inflammatory
Phenylbutazone 37
Alkylating agent Cyclophosphamide 10
Topoisomerase inhibitor ’
(Podophyllum) Etoposide 10
Kinase inhibitor Imatinib mesylate 38
Interferon Interferon alfa-2b 39
Antidote Ipecac 40
Proton pump inhibitor Omeprazole 41
Anticonvulsant Phenytoin 42
Sulfa antimicrobial Sulphacetamide sodium 43
10% eye drops
Antimetabolite (5-fluorouracil) Tegafur 44
Alpha-blocker Alfuzosin 45
Tumor negro§|§ factor alpha Etanercept 46
inhibitor
Fibrate Gemfibrozil 47
Vaccine BCG vaccine 48

HMG Co-A: Hydroxymethylglutaryl-Coenzyme A.

dermatologic disorder of unknown cause. In our case, histopathology
detected the disease which was not considered clinically. Performing
a biopsy is a highly accurate and a cost-effective modality to diagnose
the patients with ADM. Further research needs to be performed in
order to define guidelines for cancer screening in DM.
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