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ABSTRACT

Esophageal squamous cell carcinoma (ESCC) is the predominant type of esophageal carcinoma worldwide. It occurs mostly in the
upper and middle thirds of the esophagus. We present the case of a young African American woman with Goltz syndrome who
presentedwith dysphagia andweight loss andwas found to have distal esophageal papillomatosis and squamous cell carcinoma. This
occurrence of ESCC in an atypical location in a young woman without traditional risk factors is suggestive of malignant trans-
formation of underlying papillomatosis. Goltz syndrome is a rare disorder, occasionally associated with esophageal papillomatosis.
Although esophageal papillomatosis is considered to be benign, our case shows that it could have malignant potential and hence is
likely worthy of surveillance.

INTRODUCTION

Esophageal squamous cell carcinoma (ESCC) and esophageal adenocarcinoma (EAC) together constitute most of the histological
subtypes of esophageal cancers. ESCC is the predominant histological pattern worldwide and occurs primarily in the upper and
middle one-third of the esophagus.1 Although its incidence in the United States has been declining compared with EAC, ESCC
remains more common in older African American men who consume tobacco and alcohol.2 Other risk factors of ESCC include
drinking hot beverages, preexisting structural diseases (such as achalasia and caustic strictures), and human papillomavirus in-
fection.3 Some case reports have also highlighted the possibility of development of malignancy in association with squamous
papillomas of the esophagus,4–9 with the latter by itself being a rare occurrence.10,11 Goltz syndrome is a rare genetic disorder that
causes mucocutaneous papillomatosis, occasionally involving the esophagus.12 To date, there are no reports of malignancy in Goltz
syndrome.

CASE REPORT

A 37-year-old African American woman with a medical history of Goltz syndrome presented to the hospital with progressive
dysphagia, poor appetite, weight loss, and shortness of breath. Twomonths before this admission, the patient was in her usual state of
health when she started experiencing dysphagia that progressed to the extent that she began regurgitating her meals. Severe
dysphagia and reduced appetite led to poor oral intake and loss of 15 lbs of weight over 2 months. She denied odynophagia,
heartburn, melena, or similar episodes in the past. She was not on any daily medications. Her surgical history was remarkable for
resection of multiple benign facial and labial papillomas as a teenager. The patient worked as a care partner in amedical facility until
her new-onset illness and livedwith her family. She had never consumed tobacco or alcohol and did not use illicit drugs. Therewas no
family history of gastrointestinal cancers.
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On physical examination, the patient appeared cachectic with
stable vital signs. Her heart, lung, and abdominal examination
was benign.Musculoskeletal examination revealed oligodactyly
and lobster-claw deformities in her hands and feet (Figure 1).
Her skin was notable for patches of hypopigmentation and
hyperpigmentation on the arms and chest (Figure 2).

Laboratory evaluationwas remarkable for hemoglobin of 6.5 g/dL.

A chest x-ray was obtained in the emergency department and
showed no acute pulmonary abnormality, but a mass in the
region of the gastric cardia. A computed tomography scan of the

abdomen with contrast revealed a large, 5.7-cm gastric mass,
distal esophageal thickening, and upper abdominal lymph-
adenopathy (Figure 3). Esophagogastroduodenoscopy showed
subtle distal esophageal papillomas and a large, pedunculated
mass arising from the gastroesophageal (GE) junction and
extending into the gastric fundus (Figure 4). Endoscopic ul-
trasound (EUS) showed a large pedunculatedmass beginning at
the GE junction and prolapsing into the gastric fundus
(Figure 5). The mass involved all the esophageal layers in-
cluding the adventitia and appeared to encase the aorta and abut
the pleura indicating an invasive tumor. Two enlarged nodes
were noted in the distal esophagus and one in the celiac region.

Figure 1. Musculoskeletal examination revealed oligodactyly and lobster claw deformities in her hands (A) and feet (B).

Figure 2. Skin examination revealed patches of hypopigmentation
and hyperpigmentation on the arms and chest.

Figure 3. Computed tomography of the abdomen with contrast
showing the gastric mass.
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EUS staging was noted to be at least T3N2. Pathologic evalua-
tion of biopsy specimens from the mass revealed moderately
differentiated invasive squamous cell carcinoma, and a polyp,
also at theGE junction and close to themass, showed features of
a benign squamous papillary lesion (Figure 6). On the basis of
the EUS-visualized aortic and pleural involvement, the tumor
was initially considered to be surgically unresectable until
a positron emission tomography scan ruled out metastatic
disease. The patient was started on a concurrent platinum-
based chemoradiation therapy. Re-staging positron emission
tomography scan performed after 4 cycles showed excellent
disease response and the patient underwent transhiatal
esophagectomy with cervical esophagogastrostomy. Surgical
pathology showed complete response to therapy and no re-
sidual viable tumor was identified. Pathologic staging was

ypT0tpN0. The patient is 12 months post-procedure now and
continues to do well.

DISCUSSION

Focal dermal hypoplasia, also known as Goltz syndrome, is
a rare X-linked dominant disorder caused by a mutation in the
PORCN gene located on the X chromosome (p11.23).13,14

PORCN encodes the human homolog of Drosophila mela-
nogaster porcupine, an endoplasmic reticulum protein involved
in the processing of proteins of the Wingless-related integration
site or Wnt signaling pathway. This pathway is critical in the
embryonic development ofmesoectodermal structures including
skin, craniofacial and long bones, eyes, and teeth. Hence, the
dysregulation of this pathway results in a wide array of multi-
systemic manifestations involving the skin (reticular hyperpig-
mentation or hypopigmentation, atrophy, telangiectasias, and
papillomas), skeleton (syndactyly, ectrodactyly, hypoplasia or
aplasia of truncal skeleton), eyes (coloboma, microphthalmia),
mucous membranes (raspberry papillomas), and teeth (small,
malformed, or absent teeth).15–18 There are approximately 300
cases of Goltz syndrome reported to date worldwide, and the
majority are women (90%) because the disease carries a high rate
of in utero lethality in males.19

Although mucocutaneous papillomas involving the mouth,
nose, larynx, vagina, and rectum were observed in 45%–65% of
the cases, esophageal papillomas seem to be particularly in-
frequent.20,21 Per literature review, there are only 5 cases of
esophageal papillomas associated with Goltz syndrome.12,22–25

Similar to our patient, all previously reported cases had a degree
of dysphagia requiring endoscopic therapy. However, all cases
had squamous papillomas without dysplasia, in contrast to our
patient who was found to have ESCC. Hence, papillomatosis
associated with Goltz syndrome has been considered non-
malignant, and there are no recommendations for surveillance.
Given the fact that ESCC occursmostly in the upper andmiddle
one-third of esophagus vs EAC in the distal one-third and the
GE junction, this occurrence of ESCC in an atypical location in
a young woman without traditional risk factors is suggestive of
malignant transformation of underlying papillomatosis. Our
case shows that papillomas associated with Goltz syndrome
could have malignant potential and therefore are worthy of
surveillance. To our knowledge, this is the first reported case of
esophageal cancer associated with Goltz syndrome.
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Figure 4. Esophagogastroduodenoscopy showing subtle distal
esophageal papillomas and a large, pedunculated mass arising
from the gastroesophageal junction and extending into the gastric
fundus.

Figure 5. Endoscopic ultrasound showing a large pedunculated
mass beginning at the gastroesophageal junction and prolapsing
into the gastric fundus.
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Figure 6. Pathologic evaluation of biopsy specimens from (A) abdominal mass revealing moderately differentiated invasive squamous cell
carcinoma and (B) polyp at the gastroesophageal junction showing characteristics of a benign squamous papillary lesion.
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