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An approach to the management of recurrent metastatic 
squamous cell carcinoma of the anus: A case report
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ABSTRACT

Introduction: Anal squamous cell carcinoma (ASCC) is 
an uncommon gastrointestinal cancer that is increasingly 
curable when diagnosed in early stages. Distant 
metastases are relatively uncommon. New technologies 
have been introduced for the early detection of disease 
recurrence across all solid tumors, but their role in ASCC 
has not been well described. We present a case of isolated 
metachronous metastasis to the lung from primary 
ASCC, without primary recurrence and the application 
of circulating tumor DNA (ctDNA) technology in 
management.

Case Report: The patient is a 63-year-old female who 
presented with altered bowel habits, rectal bleeding 
and was found to have a 3×2 cm mass fixed to the anal 
sphincter on colonoscopy. Biopsy showed moderately 
differentiated invasive squamous cell carcinoma. 
Imaging revealed inguinal lymphadenopathy but was 
negative for distant metastases. She underwent definitive 
chemoradiotherapy without complications. Post-
treatment surveillance scans were negative for residual 
disease or distant metastasis. Two years later, positron 
emission tomography (PET)/computed tomography (CT) 
scans revealed a 0.5 cm sub-pleural nodule which when 
repeated three months later grew to 0.7 cm. The nodule 
was then surgically resected. Histology was positive 
for metastatic squamous cell carcinoma, similar to the 
primary tumor.
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Given the dearth of data related to treatment in the setting 
of resected isolated metastatic disease we pursued ctDNA 
testing which was negative. Given this finding along with 
the clinical presentation, time to metastasis (two years) 
and absence of other evidence of recurrence we opted 
to monitor expectantly rather than administer systemic 
chemotherapy.

Conclusion: Anal squamous cell carcinoma with 
metachronous distant metastasis is an unusual 
phenomenon. Treatment with chemotherapy in 
completely resected metastatic disease is controversial. 
Use of ctDNA technology may have a role in aiding in this 
complex decision making.
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INTRODUCTION

Anal squamous cell carcinoma (ASCC) is a rare form 
of gastrointestinal cancer that comprises less than 1% of 
yearly cancer diagnoses [1]. From data collected by the 
American Cancer Society in 2015, there were 1010 deaths 
from a total of 7270 new cases of ASCC (2). Epidemiologic 
data suggest that, in the United States, the incidence of 
advanced squamous cell carcinoma tripled between 2001 
and 2015, with an average annual percentage change 
of 8.6% in men and 7.5% in women [2]. The human 
papillomavirus (HPV) is a significant risk factor for 
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ASCC, with the high risk forms (HPV-16 and HPV-18) 
being implicated in up to 86–97% of cases [3].

The development of distant metastases has been 
infrequent (10%) in patients with ASCC [3–5], with 10–
20% of patients being diagnosed after being treated for 
locally advanced disease [5].

Patients with metastatic anal cancer generally present 
with synchronous metastatic disease to the lung, liver, 
or lymph node. The liver being the most frequent site 
of distant metastases [5–7]. Local tumor effects along 
with significant lymphadenopathy tend to contribute 
significantly to patient morbidity [8]. Additionally, for 
patients with metastatic disease a 33.5% five year relative 
survival rate has been reported [1]. Indicators of poor 
prognosis include male sex, tumor size greater than 5 cm 
and the presence of positive lymph nodes. Interestingly, 
the presence of HPV infection has been reported to 
be a positive prognostic marker [3, 9]. Treatment for 
metastatic disease typically involves combination 
chemotherapy/immunotherapy along with possible 
radiotherapy depending on the clinical scenario.

Circulating tumor DNA (ctDNA) represents tumor 
specific DNA mutations that can be found in the cell 
free component of blood. The detection of ctDNA has 
applications for screening, diagnosis of recurrence as well 
as selection of appropriate therapy [6].

In ASCC, surveillance typically involves physical 
examinations and imaging to identify recurrence of 
cancer. The concern, however, is that patients are more 
likely to have metastatic disease at the point of detection.

More data are now emerging about the role of ctDNA 
in surveillance of patients with solid organ tumors and 
the benefit of detection of recurrence of disease prior to 
clinical or radiographic evidence of recurrence [6]. Here 
we present a case of ASCC with isolated metachronous 
metastasis to the lung, without primary recurrence 
and how ctDNA technology was applied to help guide 
treatment.

CASE REPORT

Sixty-three-year-old female who initially presented 
with a change in bowel habits and intermittent bright 
red blood per rectum. Physical exam was negative for 
enlarged inguinal lymph nodes. She subsequently had 
colonoscopy done which revealed a 1.5 cm erythematous 
lesion contiguous with the anal verge and encompassing 
25% of its circumference. She then went on to have 
anoscopy and examination under anesthesia (EUA) with 
findings of a 3×2 cm mass in the anterior midline fixed 
to the sphincter complex. Biopsy of this mass revealed 
a moderately differentiated invasive squamous cell 
carcinoma with positive staining for CK5/6 and P6. The 
immunohistochemistry (IHC) was diffusely positive for 
the HPV marker P16 (Figures 1–3) and serum CEA at 
presentation was normal at 0.6 ng/mL.

Staging computed tomography (CT) scan of the chest, 
abdomen, and pelvis with oral and intravenous contrast 
was negative for metastatic lesions but was significant for 
left iliac chain lymphadenopathy. A fluorodeoxyglucose 
positron emission tomography scan (FDG PET) was 
performed which demonstrated significant abnormal 
anal tracer uptake with SUV max 4.6 as well as tracer avid 
pelvic lymph nodes including presacral, medial to the left 
internal iliac vein tracer avid lymph nodes 2.5  1.5 cm with 
SUV max 6.2 as well as a left common iliac chain rounded 
lymph node 0.9 × 0.9 cm with SUV max 2.6, consistent 
with metastatic adenopathy (Figure 4).

As part of the staging evaluation, HIV testing and 
gynecological assessment to rule out concurrent HPV 
positive cervical cancer was performed and both were 
negative. A formal diagnosis of AJCC stage IIIA (cT2N1) 
anal squamous cell cancer was thus made.

She then underwent treatment with infusional 
5-fluoruracil and mitomycin concurrently with external 
beam radiotherapy (total dose 5400 cGy). She tolerated 
the therapy well with no major complications.

Eight weeks after completion of chemoradiation 
she underwent restaging PET/CT which showed no 
evidence of a tracer avid anorectal lesion consistent with 
a complete radiographic response. As part of standard 
surveillance, she was expectantly monitored with physical 
examinations, including digital rectal examination 
(DRE), inguinal lymph node examination, anoscopy and 
carcinoembryonic antigen (CEA) every three months as 
well as FDGPET/CT scans every six months. A repeat 
colonoscopy was performed at the 1-year follow-up which 
revealed no polyps or anal masses, however, there was 
residual radiation proctitis.

Two years after completion of concurrent 
chemotherapy and radiation therapy, PET/CT scans 
revealed a 0.5 cm left lower lobe sub-pleural nodule 
with SUV max 1.1 (without significant tracer uptake). 
She remained asymptomatic with no nausea, vomiting, 
altered bowel habits or change in appetite or weight. Short 
interval CT chest was recommended and performed three 
months later. It showed a significant increase in size of 
the nodule from 0.5 to 0.7 cm suggesting malignant 
potential (Figure 5). The differential diagnoses included 
early primary lung cancer or an isolated metastatic lesion. 
The case was discussed at thoracic cancer conference 
and a multidisciplinary decision was made for definitive 
surgery up front.

She underwent a left lower lobe wedge resection 
and mediastinal lymph node dissection. The histology 
of the resected lesion revealed invasive moderately 
differentiated squamous cell carcinoma with positive 
IHC staining for P63, CK5/6, and P16 and negative 
staining for chromogranin and synaptophysin. PDL-
1 testing was positive. There was no tumor seen in the 
lymph nodes.

These features were in keeping with metastatic 
nonkeratinizing squamous cell carcinoma histologically 
identical to previous anal squamous cell carcinoma.
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In summary, she was found to have primary anal 
squamous cell carcinoma with an isolated metachronous 
metastatic lung lesion which was surgically resected.

The dilemma was whether to treat her with adjuvant 
chemotherapy or not. There is a dearth of data on 
managing this specific condition given the rarity of 
ASCC. For that reason, we opted to perform ctDNA 
testing to better inform our decision to proceed with 
adjuvant chemotherapy after surgery. Testing returned 
negative and as such the decision was then made to 
pursue expectant management. To date she has remained 
recurrence free.

DISCUSSION

The natural history of Anal Squamous Cell Carcinoma 
is somewhat indolent and the diagnosis is often delayed 
because common symptoms such as lower gastrointestinal 
bleeding, lower abdominal pain, and pressure or lower 
abdominal masses are often attributed to other anorectal 
disorders [10].

Extra-pelvic metastases are rare at the time of 
diagnosis and can occur in 10–20% of patients following 
treatment for loco-regional disease [8].

To date there have been few studies published that 
look specifically at the treatment of distant metastases 
in ASCC. Surgery has been employed in the case of 

Figure 1: H&E stain at ×40 magnification shows nests of 
metastatic squamous cell carcinoma with basaloid features, 
including hyperchromatic nuclei, scant cytoplasm, and focal 
areas of necrosis in the center of some nests (pink material). No 
keratinization was identified.

Figure 2: P63 at ×40 magnification immunohistochemical stain 
shows diffuse P63 nuclear positivity, supporting the diagnosis 
of squamous cell carcinoma.

Figure 3: P16 at ×40 magnification immunohistochemical 
stain shows strong diffuse staining in the tumor, indicative of 
oncogenic HPV infection.

Figure 4: PET/CT demonstrating tracer avid anal mass and 
pelvic lymphadenopathy.

Figure 5: (1) Sequential CT images through the chest 
demonstrating development of new 5 mm non-FDG avid left 
lower lobe nodule (2) and interval enlargement to 7 mm on (3) 
concerning for metastatic disease.
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solitary metastatic deposits to the brain and liver but 
for those with widespread metastatic disease therapy 
tends to involve chemotherapy/immunotherapy which is 
currently the recommended treatment of choice [3, 11].

In the case highlighted it is worth noting that the 
metastasis in this case was a metachronous one and 
that given its solitary nature and the initial concern for a 
primary early-stage lung cancer, surgery was embarked 
on first. Once the lesion was resected and the definitive 
diagnosis of metastatic ASCC was made, the dilemma 
faced was whether to treat with systemic chemotherapy 
or not.

Parallels were drawn to colon cancer patients with 
isolated resected metastasis. In these patients, treatment 
is offered in the case of isolated metastases with resection 
followed by six months of adjuvant chemotherapy or 
targeted therapy [12]. In the case of isolated metachronous 
lung metastasis specifically, in patients previously treated 
with chemotherapy there is a role for resection followed 
by expectant monitoring without chemotherapy [13]. To 
aid in the decision-making process, ctDNA technology 
was applied.

This technology has previously been used to aid in 
the identification of minimal residual disease following 
definitive resection in early-stage cancers as well as to 
the monitoring of response to systemic chemotherapy 
[13]. A previous study has also shown that when applied 
to stage III colon cancer, ctDNA has been able to 
successfully identify patients most at risk for recurrence 
after chemotherapy [14] and can thus guide treatment 
decisions. In the case highlighted, the decision was made 
to pursue expectant monitoring given the negative ctDNA 
results, with the view to treat with chemotherapy if same 
had been positive and followed by the development of 
new lesions clinically or on imaging.

CONCLUSION

Anal squamous cell carcinoma is a rarely encountered 
malignancy and management of metachronous metastatic 
disease typically involves chemotherapy. In the case 
of isolated metachronous disease the role of treatment 
with chemotherapy is less clear particularly if the lesion 
is successfully resected. ctDNA may aid in making that 
decision but additional studies are needed.
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