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Abstract

rates.

Anal canal tumor has different prognosis depending on the histological type. Cancer of the anal canal is an
uncommon condition in digestive tumors, representing small cell cancers of the anal canal less than 0.2% of all
colorectal tumors. The histological type of tumors of the anal canal will determine treatment and prognosis. We
report the case of a male aged 71 who presented with rectal bleeding and constipation. It revealed a tumor 2 cm
from the anal margin, with pathological diagnosis of small cell undifferentiated carcinoma. Despite treatment with
chemotherapy and radiotherapy, the disease progressed to develop multiple metastases, and the patient died due
to pulmonary thromboembolism and multiorgan failure. Centralized management of these tumors would allow the
creation of specific guidelines for treatment and follow-up with the aim of achieving better morbidity and mortality
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Introduction

Anal canal cancer is a rare disease with a variable survival
depending on histological type. Diagnosis and treatment of anal cancer
depends on the tumor histology and the anatomic location. We report
the case of a patient with small cell carcinoma of anal canal showing the
aggressiveness of these tumors.

Case Report

We present a case of a 71-year-old man with a history of brucellosis
in childhood and smoking. Due to a rectal bleeding associated with
constipation of recent onset, a colonoscopy was performed, showing
a thickened fold 1-2 cm tumor of about 2 cm from the anal margin.
Histopathological examination revealed a small cell undifferentiated
carcinoma. Analytically, CEA was 3.9 ng/mL, and CA 19.9 was 11.7 U/
mL, with no other alterations. Transanal endoscopic ultrasound showed
a tumor exceeding the muscularis mucosae; the computed tomography
(CT) revealed a rectum tumor without involvement of the surrounding
spaces; magnetic resonance imaging (MRI) showed an irregularity
of the right posterolateral wall of the anal canal about 3 cm above
the levator ani muscle and lateral adenopathy above the level of the
tumor (Figure 1). Microscopically, the tumor showed undifferentiated
small cells arranged in solid nests. Immunohistochemically, positive
stains were detected for NSE, CK-AE1/AE3, EMA, synaptophysin,
chromogranin-A, and negative for CEA, CK-20, CD45, S100 and
vimentin (Figure 2). Finally, the diagnosis was small cell carcinoma of
anal canal (T2N1, IITA). After the diagnostic process, chemotherapy
with topotecan and cisplatin simultaneous with radiotherapy (reaching
a dose of 45Gy), was started.

Six months later, a brain CT showed a 15-mm solid nodule with
surrounding edema at the front left region, one left parietal nodule of
7 mm and one left occipital nodule of 13 mm with edema (Figure 3).
It was decided to give holocranial radiotherapy in ten sessions, being
the final dose of 30 Gy. After radiotherapy, a MRI control showed the
presence of multiple brain metastases.

The abdominal CT, after radiotherapic treatment, detected three
hypodense enhanced lesions, the biggest one with 14 mm diameter;
at the right adrenal gland a nodular enhanced image of 2 cm of
diameter suggestive of metastasis was showed. At the rectum multiple
locoregional lymph nodes were observed.

Following abdominal imaging study, an increase in the number
of liver lesions, multiple peritoneal implants, lymph nodes at the
retroperitoneum and ascites were showed. Given the progression of the
disease, further treatment was rejected. Eleven months after the clinical
onset of rectal bleeding, the patient died of a pulmonary embolism and
multiorgan failure.

Discussion

Anal canal cancer is an uncommon disease because it represents 1.2-
2% of gastrointestinal tumors, and 6% of ano-rectal tumors, with more
than two thirds of cases over 65 years [1-3]. Squamous cell carcinoma is
the most common histological type reported (60-80%); other types such
as adenocarcinoma, small cell carcinoma, undifferentiated carcinoma,
sarcomas, lymphomas and melanomas have been described; the anal
canal small cell cancers represent less than 0.2% of all colorectal tumors
[1,4]. The risk factors associated with anal canal tumors are female sex,
age, homosexuality, HIV infection, HPV infections, tobacco, anorectal
disorders or chronic immunosuppression [1,3-6].

Three histologic types of small cell carcinoma of colorectal region
are described: the undifferentiated small cell carcinoma (small tumor
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cells and scanty cytoplasm), neuroendocrine carcinoma (larger tumor
cells and abundant cytoplasm) and stem cell carcinoma (transitional
type between the previous) [4].

Small cell carcinoma is seen most prevalent in the lung, and may
also appear in skin, kidney, thymus, pancreas and gastrointestinal tract,
where the esophagus is the most frequently described, followed by the
rectum, cecum and sigmoid colon [3,4]. The clinical symptoms from
the digestive location is bleeding, pain, palpable mass, hemorrhoids,
weight loss or pruritis, with a median time from symptom onset to
diagnosis of three months [7].

The diagnostic process should include complete physical
examination, proctosigmoidoscopy, CT and/or MRI, endoscopy and
biopsy [5,7,8]. The histopathology of small cell carcinoma of anal canal
is characterized by positive immunohistochemistry of synaptophysin,
chromogranin, cytokeratine and neuoron specific enolase (NSE) [4,9].

The combination of radiotherapy and chemotherapy is the
treatment of choice for anal canal tumors [1,5]. The main objective
is the local control and preservation of anal sphincter function [5,7]
It has been shown that chemotherapy has higher response rate to
5-fluorouracil combined with cisplatin or mitomycine [1,8]. Good
response to conservative treatment must reach a dose of 45 Gy at anal

Figure 1: A. Magnetic resonance imaging which shows an irregularity of the
right posterolateral wall of the anal canal about 3 cm above the levator ani
muscle. B. Lateral lymph node located right above the level of tumor.

Figure 2: A, B. Anal canal small cell carcinoma (HE 20X and 200X, respec-
tively). C. Immunostaining for cytokeratin 2. D. Immunostaining for synapto-
physin.

Figure 3: Brain computed tomography showing a solid nodule of 15 mm with
perilesional edema at the front left region, and a parietal superficial nodule
of 7. mm.

canal and mesorectum lymph node involvement (perirectal, internal
iliac, inguinal and presacral); at primary tumor, radiotherapy must
reach a total dose of 15-20 Gy [1,4,5,8]. Eight weeks after combined
treatment, it must be necessary to determine the need of surgery;
the surgical treatment of these tumors is reserved for patients with
poor response to medical treatment, requiring the abdominoperineal
amputation in situations of residual disease or relapse, defined as
presence of disease in a period less than six months after multimodal
treatment [5]. Surgery is also indicated in early stages that are associated
with favorable histology whenever sphincter is respected and there is a
resection margin at least of 1 cm, although there is an increased risk of
recurrence [2].

The prognosis is determined by stage and tumor size, lymph node
involvement, age, radiation dose and overall treatment time [5,7,8].
The survival rate of anal canal tumors ranges from 79% for tumors
less 4 cm without lymph node involvement, to 58% for tumors larger
than 4 cm with lymph node involvement (five-year survival, T1: 94%
T2: 79% T3: 53% T4: 19%) [5]. Anal canal tumors have metastatic
disease at diagnosis in 5%, with an overall incidence of metastasis of
10-30%; the most common sites are lung, liver, bone and brain, with a
five-years survival rate of 18% [1,5,6]. The aggressiveness of small cell
tumors causes increased mortality to 42% at six months, and 94% at
five years, partly due to the presence of distant metastasis and lymph
node involvement between 70-80% at the time of diagnosis [3,4,9].

The centralized treatment of these patients, would create the
appropriate monitoring guidelines for this type of tumor, which should
include a rectal examination, inguinal lymph nodes examination,
sigmoidoscopy, and imaging tests such as CT and MRI [5].

Conclusion

Despite the small number of patients affected by carcinoma of
the anal canal it remains one of the most challenging cancers to
treat. Centralized treatment of anal canal neoplasms would allow
the elaboration of clinical trials to determine the adequate treatment
(chemotherapy and radiotherapy), and also the establishment of
guidelines for monitoring these patients.
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