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Clinical case of a metastatic squamous anal canal cancer
with benefit of Cetuximab - What do we know about anti

EGFR?
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Abstract

Advanced squamous carcinoma of anal canal turns out to be a rare neoplasm with a few of therapeutic options for the progression of platinum and 5FU. Second
line treatment with EGFR inhibitors and immunotherapy in clinical trials are the most hopeful options. We present the case of a 55-year-old woman with stage IV
epidermoid cell carcinoma and rapid progression to cisplatin and 5FU who presented tumor stability and clinical improvement after a cetuximab regimen.

Introduction

Several studies have demonstrated universal expression of EGFR in
anal squamous cell carcinomas and several case studies showed clinical
efficacy of EGFR inhibitors in patients with metastatic anal cancer [1].
However, these successes with targeting EGFR remain anecdotal due
to the limited number of patients in each case study. Clinical trials are
needed in this scenario.

Clinical case

Woman of 55 years old diagnosed of a locally advanced breast
carcinoma in 2006 treated with lumpectomy, lymphadenectomy
and adjuvant chemotherapy (anthracyclines, paclitaxel and
cyclophosphamide).

In October 2017 she is diagnosed of a lower rectum adenocarcinoma
uT3NOMO. After discussing in Multidisciplinary Committee,
she is accepted for perioperative treatment with Chemotherapy
(Capecitabine)+Radiotherapy. Good response to treatment, so finally
surgery (abdominoperineal amputation) scheduled in February 2018.

Pathological tests show squamous cell carcinoma poorly
differentiated to 0.8 cm from the edge of distal resection. Resection of
the incomplete mesorectum, invasion of lymphatic and vascular and
perineural vessels. Metastasis in 4 of 11 isolated lymph nodes (pN2a),
with extracapsular extension.

After reviewing the previous biopsy, pathologists confirm that it
is a poorly differentiated squamous cell carcinoma and not a poorly
differentiated adenocarcinoma as it was originally diagnosed.

During this time, she has been admitted to General Surgery due
to fever. Finally, a CT scan is made where post-surgical collection at
the presacral level is assessed, which is valued by Radiology and is not
susceptible to drainage. She has been admitted until April 2018.

New CT is performed in April 2018, with new liver metastases
(segment V and VI) as right internal iliac artery. She starts on
chemotherapy with Cisplatin +5FU during 3 cycles.
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In June 2018, new CT shows liver response but lymph node
progression. Reviewed again in Multidisciplinary Committee, PET-
CT was decided given the atypical behavior with hepatic response and
lymph node progression. No biopsy possible because of not accessible
nodes.

PET-CT in July 18 describes activity in liver, right iliac region,
already known but with new left femoral adenopathy and in lithic
lesion in right scapula suggestive of malignancy. Also, acute bilateral
pulmonary thromboembolism.

Despite a new cycle of Cisplatin+5FU was administered in
June 2018, due to liver response, the patient presented in July with
clinical worsening of pain at the inguinal level, with PET-CT and
new lesions and pulmonary thromboembolism, which can be in
context of tumor progression, we decide to change chemotherapy to
Irinotecan+Cetuximab in August 2018. Also referred to Radiation
Oncologist to assess palliative treatment at inguinal level (5 sessions on
right inguinal region from September 24 to 30, with good tolerance).

She restarts chemotherapy in September, receiving up to November
another 3 cycles (6 from August) with clinical improvement and no
pain. After 6 cycles of chemo, CT shows stable disease (hepatic and
lymph nodes).

We follow on Irinotecan+Cetuximab.
Discussion

Squamous cell carcinoma of anal canal (SCCA) is a rare
gastrointestinal malignancy. However, the incidence has been increasing
over the past 3 decades with 8,080 new cases and 1,080 predicted deaths
in the US in 2016 [1]. Concurrent chemoradiotherapy with fluorouracil
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and mitomycin C is an effective sphincter-preserving strategy for
localized SCCA with approximately 60% cure rates [2]. Local failure
of the chemoradiation has been reported up to 30.7% [3]. Although a
radical abdominoperineal resection is an option for patients with local
disease failure, only limited treatment options are available for patients
who are not eligible for the surgery, have relapse after the surgery, or
develop metastatic disease.

Epidermal growth factor receptor (EGFR), is overexpressed in many
epithelial cancers, and the activation of EGFR is associated with cell
growth, proliferation, and tumor progression [4]. Several retrospective
analyses were conducted [5-7]. The biggest one was conducted using
the Moffitt Cancer Tumor Registry from January 2009 to January 2014.
A total of 13 patients had diagnosis of advanced squamous cell anal
carcinomas and received an EGFR inhibitor as part of their treatment.
All of them received concurrent chemoradiation as initial treatment
and subsequently had recurrence. Five patients received single agent
cetuximab or panitumumab, and the others received cetuximab or
panitumumab with irinotecan or FOLFIRI. The objective response
rate was 30.8% including 1 complete response, and the disease control
rate was 46.2%. With a median follow-up of 9.6 months, the median
progression-free survival and median overall survival were 4.4 months
and 11.4 months, respectively [8].

In conclusion, EGFER treatment either alone or in combination with
chemotherapy is a way of treatment in these tumors with no response
to most of the treatments, waiting for results of immunotherapy. In our
case, after 4 months of treatment, the patient continues Cetuximab with

clinical benefit, improving quality of life and with no toxicity due to
chemotherapy.
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