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Abstract

Patients with human immunodeficiency virus (HIV) infection have
an increased risk of developing certain malignancies compared with the
general population. HIV-specific risk factors such as viral co-infections,
immunosuppression, and chronic inflammation contribute to development of
cancer in HIV patients.

We present the case of an HIV-infected patient with concurrent recurrent
stage IVB Hodgkin Lymphoma and newly diagnosed stage Il esophageal
squamous cell carcinoma. Metastases from both cancers were found in a single
supraclavicular lymph node.
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Introduction

Individuals infected with HIV have a higher prevalence of certain
malignancies compared with the general population. HIV-related
immune suppression and decreased immune surveillance result in
an increased risk of these cancers. The high prevalence of smoking
and alcohol use along with viral infections in HIV patients further
contribute to development of cancer. Initiation of highly active
antiretroviral therapy (HAART) resulted in durable control of viral
replication and increased life expectancy of HIV patients. As a result,
the rates of AIDS defining malignancies, such as Kaposi sarcoma,
cervical cancer and non-Hodgkin lymphomas, declined. However,
the rates of non-AIDS defined cancers remained relatively constant
despite improvement in ART. Anal cancer, Hodgkin’s lymphoma
(HL), lung and liver cancers are the most common non- AIDS
defined cancers in HIV patients [1,2]. The incidence of HL is eleven
times higher in HIV-infected patients than in general population and
in most cases is associated with the presence of oncogenic Epstein-
Barr virus (EBV). Mixed cellularity (MC) is the most common
histological subtype. HIV-HL patients often present in advanced
stages of disease (stage III or IV) with extranodal involvement. High
international prognostic score (IPS), stage III-IV disease, and CD4
cell count less than 200 cell/ul are associated with poor prognosis in
HL-HIV patients [3,4].

Esophageal cancer (EC) comprises a small percentage (1.5%) of
total cancer cases in the United States. Compared with the general
population, the risk of EC is increased ([standardized incidence
ratios] SIR, 1.69; 95% CI, 1.37-2.07) in people with acquired
immunodeficiency syndrome (AIDS). The incidence is equally
elevated for both adenocarcinoma and squamous cell cancer (SCC)
of esophagus. The high prevalence of smoking and alcohol use in HIV
patients contribute to the increased risk of EC in this population as

well [5].

We present a case of HIV-infected patient who presented with
recurrent stage IVB HL and advanced/stage III EC with both cancers
present as metastases in a single supraclavicular lymph node.

Case Presentation

A 55-year-old Hispanic male presented with dysphagia, chronic
sore throat, hoarseness and 20 pound weight loss over two months.
He had HIV infection and was on HAART therapy. The CD4 count
on presentation was 111 cells/ul, and the viral load was 20 copies/
ml. He had a history of stage IVB EBV positive HL for which he
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Figure 1: Staging Flourine-18 fluorodeoxyglucose PET scan demonstrating
hypermetabolic thickening of the proximal esophagus (black arrow, SUV
max 10.6), hypermetabolic paraesophageal (thick arrow, SUV max 10.1)

and supraclavicular (thin arrow, SUV max 10.7) adenopathy with extensive
retroperitoneal adenopathy (not labeled).
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Figure 2: Low power (2X) showing lymphohistiocytic infiltrate (lower right) and
metastatic carcinoma with necrosis (upper left), Insert A: 40x of SCC, Insert B:
20x of SCC with associated necrosis, Insert C: 40x of with lymphohistiocytic
infiltrate with diagnostic Reed-Sternberg cell with prominent eosinophillic
nucleoli consistent with involvement by classical Hodgkin lymphoma.

underwent six cycles of doxorubicin, bleomycin, vinblastine and
dacarbazine (ABVD) two years prior to presentation-resulting in
a complete response by imaging and bone morrow biopsy. Other
comorbidities included: type II diabetes mellitus, gastro esophageal
reflux disease (GERD), hypothyroidism, dyslipidemia, hypertension,
diverticulosis and a trial fibrillation.

Initial work-up led to a vocal cord biopsy which was negative
for cancer. Despite treatment with supportive care and antibiotics,
his symptoms acutely worsened, and he underwent a CT of the neck
and chest. This revealed a right supraclavicular lymph node/mass
that measured 3.2x3.5 cm as well as asymmetrical thickening of
the proximal esophagus. Subsequent esophagogastroduodenoscopy
(EGD) showed esophageal stricture and a mass that started below
the cricopharyngeus and extended inferiorly for approximately 4 cm
in length. The stricture was dilated and a percutaneous endoscopic
gastrostomy tube was placed. Biopsy of the mass was positive for
invasive squamous cell carcinoma of esophageal origin. He was
transferred to our facility for further cancer care.

Further staging by positron emission tomography (PET) scan
showed hyper-metabolic thickening of the proximal esophagus
with adjacent hyper-metabolic para-esophageal and supraclavicular
adenopathy as well as extensive bulky retroperitoneal adenopathy
(Figure 1). Biopsies of both nodal regions were performed. The
periarotic lymph node showed classic EBV positive Hodgkin’s
Lymphoma (HL). The supraclavicular lymph node contained both
HL and metastatic squamous cell carcinoma (Figure 2). A bone
marrow biopsy was done and also showed HL.

The HL was staged as stage IV, and the esophageal cancer was
staged as T3N1MO due to tumor invasion to adventitia and spread
to supraclavicular LN. Following presentation at multidisciplinary
tumor board, treatment started first for esophageal cancer, using
the CROSS approach of definitive chemoradiation therapy with
carboplatin and paclitaxel. Given the known activity of these drugs
against HL as well, we elected to initiate standard chemotherapy for
HL after completion of treatment for esophageal cancer. The patient
received 5 cycles of carboplatin and paclitaxel with total radiation
dose of 41.4 Gy which was given in 23 fractions of 1.8 Gy each, with 5
fractions administered per week.

Unfortunately 2 months after diagnosis the patient presented
with abdominal pain and was found to be bacteremic with imaging
demonstrating extensive small bowel pneumatosis, portal and
mesenteric vein gas. He underwent exploratory laparatomy out of
concern for ischemic bowel, however no area of frank necrosis was
observed. Following surgery he decompensated with multiple organ
system failure and the family elected to withdraw care.

Discussion

The incidence of non-AIDS defining cancers is two to three
times higher in HIV-infected patients than in the general population.
Current guidelines recommend initiation of HAART therapy
independent of the CD4 lymphocyte count. The optimal control of
HIV replication is associated with increased overall survival and less
comorbidities in these patients [6,7].

Despite optimal control, the risk of developing cancer remains
high in patients who are on HAART and have a CD4 cell count >500/
ul and an undetectable viral load. In a study by Silverberg, et al. HIV-
infected patients with a CD4 cell count >500/pl had 13.5 time higher
risk of developing HL than non-HIV infected people [8]. Although
HIV-HL patients often present with altered performance status and
high frequency of B symptoms, standard chemotherapy with ABVD
provides good results with complete response rates of 83% and overall
survival rates of 78%. These results are similar to non-HIV patients.
Olszewski, et al. showed that patients with HIV-positive status had
a similar mortality to non-infected patients for classical histologic
subtypes, including nodular sclerosing. IPS score >3 and CD4 count
less than 200/ul were associated with decreased OS (HR, 1.84; P=.06
and HR, 2.04; P=.04, respectively) [9,10].

The risk of EC is not elevated in HIV patients without AIDS
compared with the general population (SIR, 0.95; 95% CI, 0.53-1.56)
[6]. Regardless of histology, approximately 50-60% of patients present
with incurable locally advanced or metastatic disease. For those with
locally advanced, non-metastatic disease, cure is achieved in up to
30% of patients when multimodality therapy is used [11].

This case demonstrates a number of observations that are relevant
to clinical practice. Most importantly, a single core biopsy of the
supraclavicular lymph node detected both malignancies. This unusual
occurrence emphasizes the importance of obtaining adequate tissue
for pathologic diagnosis and accurate staging. US-guided core biopsy
of the supraclavicular lymph node was important for detecting
metastatic EC. As a result, radiation therapy included node treatment
as well. Treatment of concurrent cancers often represents a challenge
for oncologist. Although HL is a rapidly growing cancer, EC presents
as a highly lethal malignancy with poor prognosis with often being
resistant to chemotherapy. Therefore, when faced with treating
concurrent cancers, it is reasonable to treat the most lethal cancer first
with a regimen that ideally has activity against both malignancies.
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