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ABSTRACT

Capecitabine is emerging as an important drug in the treatment of metastatic breast and colorectal cancers. Marketed as Xe-
loda®, this prodrug is ta@@laﬂ\RrNeéd]y a@EeDP@Iﬂ\@S ithre&EBﬂMi&@@Lﬁ@GYmIar efficacy to the
intravenous form of its active metabolite and its increased tolerability." We present a woman with metastatic breast cancer who
presented with cutaneous a alities two

have been attributed to cape ine, often re

side effect of capecitabine t , systemic

of this chemotherapeutic ag comes mor,

J Drugs Dermatol. 2012;11(6): 71.

INTRODUCTION

54-year-old woman wi
Acarcinoma with bilat i h i

evaluation of a new-o rash after initiation of treat- between treatments. There was no improvement in the derma-
ment with capecitabinge., The ent has a past medicalf history | ) -titisfollowing the [decreased dose. After the second round of

significant for a napro gy, which causes anaphylaxis, os- chemotherapy with capecitabine, the patient developed painful
teoarthritis of the left hip treated with total hip arthroplasty in blistering of her hands and feet consistent with palmoplantar
2007, and a 35 pack-per-year smoking history. The patient denied erythrodysesthesia (PPE) (Figure 1). During the third round of
a personal or family history of “lupus.” chemotherapy at the same dose, she experienced worsening

D N tPP w ed her from ambulating. With the emer-
In 2007, she noticed a mass in her right b Q O Yable side effect, the oncologist stopped the

diagnosed with invasive ductal carcinoma of the right breast drug mid-treatment and switched her chemotherapy to IV ixa-
and lobular carcimona in situ of the le ast. At thls ti she bepilgne. The pati t experienced complete resolution of the
was treated with modified radical masty 1t A (E) ssation of capecitabine, with the facial
with axillary lymph node dissection and left S|mple mastectomy eruptlon impr ot completely resolved.

The lymph nodes were positive for metastasis, and she began
treatment with doxorubicin (Adriamycin) and cyclophosphamide  FIGURE 1. Changes compatible with palmoplantar erythrodysesthesia
(Cytoxan) in March of 2008. After four cycles, she completed on the left hand

an additional course of docetaxel ending in November 2008. A
month later, the patient noted a swelling in her neck; a left supra-

clavicular lymph node biopsy in early 2009 showed metastatic
carcinoma consistent with spread of her primary breast tumor.

In March of 2009, she began treatment with capecitabine at
3,500 mg daily and developed an erythematous rash on her
face and chest around the fourth day. She denied any itching,
pain, or numbness. She stopped taking capecitabine on the
eleventh day of treatment and the rash began to subside, and
following treatment with doxycycline 100 mg daily, the rash im-
proved significantly. The patient then started the second cycle
of capecitabine at a 25% dose reduction along with another
course of doxycycline.
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FIGURE 3. Biopsy from left arm with hyperkeratosis and focal inter-
face dermatitis

d erythem
son mosta
degree on
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on-tende

e chest and left upper arm

At presentation, the patien
patches, papules and small plz
nose and cheeks and to a les
upper chest and extensor surf
The lesions were non-pruriti
Biopsies were obtained fro
(Figure 3). Both lesions sho
terface dermatitis w eased dermal mucin, consistent
with systemic lupus erythematosus (SLE). An antinuclear an-
tibody titer drawn that day was positive at 1:1280. An SSA/
RO antibody titer was also positive at 135. SSB/La and Anti-

Jo antibodies were negative. The eruptlm th
application of triamcinolone 0.1% cream Im

resolve following cessation of capecitabine.

DISCUSSION
Capecitabine is a novel oral chemotherapeutic agent with
proven efficacy in patients with metastatic breast cancer and
colorectal cancer. The drug is converted to 5-deoxy-5-fluoro-
cytidine in the liver and subsequently metabolized in tissue
and tumor first to 5’-deoxy-5-fluorouridime then 5-fluoroura-
cil. Cutaneous side effects of this drug continue to surface as
its use in cancer management increases. The dose-limiting
side effects most frequently observed with capecitabine are
hyperbilirubinemia, diarrhea, and hand-foot syndrome or
PPE.? According to Cassidy et al, capecitabine has a safety
profile superior to 5-FU with a lower incidence of diarrhea,
stomatitis, nausea, alopecia, and grade 3 or 4 neutropenia
leading to significantly fewer neutropenic fever/sepsis cases
and fewer hospitalizations.’

Various skin toxicities have been attributed to capecitabine and
reported in the literature. PPE is a common adverse reaction
to capecitabine, occurring in 50% to 68% of patients.® Rarer

d hyperkeratosiswith{focal in- ) -y B S

Penaltie

FIGURE 2. Parts a-b) Clinical photographs of systemic lupus erythema-

tosus on face and upper chest
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side effects reported include localized skin hyperpigmentation,
onychodystrophy, and stomatitis.*®* One case of subacute cu-
taneous lupus erythematosus has also been reported which
occurred in a patient with preexisting positive ANA titers and a
positive family history of SLE.®
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A study of other oral prodrugs of 5-FU such as Tegafur have
suggested Anti-SSA/Ro antibody to be a risk factor for drug
eruptions.” The authors speculate that 5-FU may translocate
SSA/Ro antigens to the surface of keratinocytes, leading to a
lupus-like eruption.” While the mechanism remains unclear, it
is evident that capecitabine is responsible for a number of der-
matologic side effects.

As use of this drug continues to grow in the fight against
metastatic breast, colorectal, and genitourinary cancers, it is
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unique case of capecitabi
successfully treated with cess
topical triamcinolone applied t

agent and
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