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Presentation and Review of the

Background: Anal metastasis of colorectal adenocarcinoma is very rare, represented by
only a handful of case reports in the literature. Previously, reports of metastasis to this region
had occurred following a history of anorectal disease, such as anal fistulae. Antecedent
trauma to the area from hemorrhoidectomy, fissures, or perineal retractor injury have also
been implicated.

Case Presentation: Herein we report the case of 69-year-old man without any history of
anal disease presenting with a metachronous metastasis of a colorectal-type adenocarcinoma
to the anal verge. He was previously treated for TINO rectal adenocarcinoma at the
rectosigmoid junction with a low anterior resection 5 years prior, then had a T3NO local
recurrence at the colorectal anastomosis treated with neoadjuvant chemoradiation, and
eventually a Hartmann’s procedure 4 years later. Subsequently, on surveillance flexible
sigmoidoscopy, a new tumor was identified on the perianal skin extending from the anal
verge. Histopathology demonstrated colorectal-type adenocarcinoma. Flexible endoscopy
identified no other residual or recurrent disease in the colon or rectal stump. The patient
was treated with wide local excision and advancement flap reconstruction.

Conclusion: Isolated metastasis to the anus is an extremely rare occurrence for colorectal
adenocarcinoma. There exists little evidence to inform management. One option is to treat
like a locally recurrent rectal cancer with aggressive tri-modality management consisting of
chemoradiation, abdominal perineal resection, and adjuvant chemotherapy. In the absence of
metastatic disease, local resection and close surveillance remain an option. As always,
patient factors should guide management.
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Introduction

Colorectal cancer is the fourth most common malignancy globally." Up to 22% of
patients in the United States with this disease present with metastases.” However,
anal metastases are exceedingly rare. Some have estimated that metastasis to this
location occurs in less than 1% of patients with this disease.®* In nearly all
previously reported cases in the literature, anal metastasis was associated with
a history of antecedent anal disease such as pre-existing perianal fistulae or
fissures.> '® Implantation into the surgical site following hemorrhoidectomy has
also been noted on multiple occasions.'*° Tumor implantation from trauma during
rectal cancer operative procedures has also been described.”' ** To our knowledge,

isolated anal metastasis to intact perianal surface tissue in the absence of epithelial
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injury has only been described once before in the
literature.>* Herein, we present the case of a 69-year-old
man with a colorectal cancer originally at the rectosigmoid
junction, presenting with a recurrence at the anal verge 5
years later, with no history of prior anal disease or trauma.

Case Presentation

The patient originally presented at age 64 to a community
hospital for an asymptomatic screening colonoscopy. He
had a personal history of two small adenomatous colon
polyps removed in a past endoscopy but no personal or
family history of any cancers at that time. That colono-
scopy identified a polyp of 3cm diameter at 20cm from the
anal verge. This was tattooed by the endoscopist and
removed via an endoscopic submucosal dissection.
Unfortunately, on histopathology this was diagnosed as
with
a microscopically positive margin. His blood CEA level

a low-grade colon adenocarcinoma
was 1.1pg/L, and his staging CT scan of the chest, abdo-
men and pelvis demonstrated no signs of metastatic dis-
ease, so he subsequently underwent low anterior resection
with primary anastomosis. The specimen contained 30
normal regional lymph nodes without evidence of residual
or metastatic disease. He was staged as TINOMO colon
adenocarcinoma at that time, and followed routine surveil-
lance with his surgeon. His post-operative course was
complicated by an anastomotic stricture, which was effec-
tively managed with serial endoscopic dilatations by his
surgeon.

Two years later, he developed some new onset rectal
bleeding. His CEA rose to 7.4ug/L, and he underwent
flexible sigmoidoscopy which identified a friable mass at
the colorectal anastomosis, 8cm from the anal verge. This
was biopsied and demonstrated recurrent rectal cancer
(MSI stable and MLHI1/PMS2/MSH2/MSH6
Staging CT scans and rectal MRI exam demonstrated

intact).

a locally advanced lesion with spread into the peri-rectal
fat, but no nodal metastasis, and he was referred to our
tertiary care centre for neoadjuvant therapy and a surgical
consultation. Over the subsequent months, he received
long course neoadjuvant chemoradiation (capecitabine
and 50.4 Gy in 28 fractions). At 6 weeks after completing
neoadjuvant chemoradiation, his CEA had decreased to
2.3ug/L, and flexible sigmoidoscopy and CT scans demon-
strated no clinical evidence of residual disease. The patient
was offered oncologic resection at our hospital; however,
he had developed significant deconditioning and fatigue
which he attributed to his neoadjuvant therapy, and felt

that he could not cope with another operation at that time.
Against our recommendations, he declined surgery in
favor of a “watch and wait” approach.

He was closely monitored with CEA, CT scans and
flexible sigmoidoscopy. Two years later, his CEA suddenly
rose to 9.0pg/L, and another local recurrence was identi-
fied on endoscopy, in the same location at the rectal
anastomosis. CT scans demonstrated no signs of distant
metastatic disease. This time, he agreed to a repeat low
anterior resection, and was brought to the operating room.
Intraoperatively, he was found to have significant visceral
adiposity, a very narrow pelvis and significant fibrosis
from his prior surgery and radiation. A primary anastomo-
sis was deemed not practicable, and he underwent a low
Hartmann’s procedure with an end colostomy. His post-
operative histopathology demonstrated a T3 tumor with
extension into the peri-rectal fat, but no nodal metastases
and negative margins. Postoperatively, he developed
a small dehiscence of his rectal stump, which was mana-
ged by a brief hospitalization with intravenous antibiotics.
He was referred for adjuvant chemotherapy, which he
again declined, citing the significant side effects he experi-
enced from his neoadjuvant chemoradiation.

Six months later, he underwent surveillance flexible
sigmoidoscopy of the rectal stump by his surgeon. At
this time, there was some granulation tissue at the staple
line, and a new large, firm lesion, similar in appearance to
an acrochordon, at the anal verge (Figure 1). Both sites
were biopsied. The rectal stump histopathology showed
benign granulation tissue, whereas the anal lesion was
rectal type adenocarcinoma. This time, his CEA remained
low at 1.7pg/L. The patient was otherwise asymptomatic.
He had no inguinal lymphadenopathy on physical exam,
and CT scan of the chest, abdomen and pelvis showed no
signs of distant metastatic disease. Following multidisci-
plinary discussion, the patient was considered for abdom-
inal perineal resection (APR) and chemotherapy for
management of what was presumed to be another recur-
rence of his rectal cancer. Consideration was given to the
patient’s body habitus, significant pelvic fibrosis, and
mechanical difficulties encountered during his prior opera-
tion. The risks of major oncologic resection were felt to be
significant, therefore the patient opted for a more minim-
alist approach, with local resection and V-Y flap recon-
struction, and no chemotherapy. Post-operative pathology
demonstrated a rectal-type adenocarcinoma, consistent
with his past tumors. The cancer was invading just to the
submucosa, and the surgical margins were widely clear.
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Figure | Preoperative image of the adenocarcinoma metastasis at the anal verge.

Post-operatively, he had a small dehiscence in the suture
line of his reconstruction, which healed without any seque-
lae or intervention (Figure 2). Six months after surgery he
continues to do well, without any signs of recurrence.

Discussion
This case report describes a unique presentation of
a relatively common disease. While colorectal cancer
metastasis to the anus itself is a rare finding, its presenta-
tion without any antecedent trauma or perianal disease has
only been described once in the literature.”* The current
case occurring in an irradiated and re-operative field fol-
lowing multiple local recurrences of a rectosigmoid cancer
presents an added therapeutic challenge. Given the paucity
of previous reports describing this issue, no guidelines
exist to help direct management. Instead, this case report
may help us to advance our understanding of this disease,
and guide future options for treatment and prevention.

In the above case, the anal metastasis was managed
with a local resection of the tumor. This treatment is
consistent with that performed in some past case reports

42123

of isolated anal metastases, which appears to have

Figure 2 Healed V-Y reconstruction flap on anus at 6 month post-operative visit.

led to long term disease remission in at least one
Other
APR.®1313:1820 1y the latter cases, patients often presented

instance.'” cases have been managed with
synchronously with their primary cancer in the rectum,
thus necessitating excision of the mesorectum. In the pre-
sent case, the patient’s mesorectal plane had already been
violated during his two prior resections. Furthermore, he
had significant adiposity, a narrow pelvis, and substantial
scarring from his chemoradiation. These are all factors that
difficulty of pelvic
dissection.”® Extrapolating literature from local rectal can-

are described to increase the
cer recurrence suggests that the most important factor for
predicting cancer-specific survival in patients undergoing
an RO
resection.”®?” Therefore, a joint decision between the

surgery for recurrent rectal cancer was
patient and his providers was made to pursue wide local
resection only. Given the negative margins on this speci-
men, this resection was determined to be adequate.

The decision whether to offer adjuvant chemotherapy
in this case was another challenging factor. The patient
had not previously received chemotherapy during his prior

recurrence due to personal preference. There are no
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prospective trials examining the efficacy of adjuvant che-
motherapy following resection of a locally recurrent rectal
cancer. The National Comprehensive Cancer Network
(NCCN) guidelines suggest cisplatin-based chemotherapy
(eg, FOLFOX, CAPEOX) as part of the management
algorithm for resectable isolated pelvic recurrence.”®
Although evidence in support of that recommendation is
limited. Retrospective series exist examining the use of
adjuvant chemotherapy as a component of multimodality
therapy for locally recurrent rectal cancer, however, they
do not demonstrate an association between administration
of adjuvant chemotherapy and more favorable long-term
oncologic outcomes.”’** 3! Regardless, applicability of
those studies to the current presentation is tenuous. Most
cancers included in those analyses had recurred at the
anastomotic site or in the pelvis, rather than at the anus.
An alternative perspective would be to treat this anal
recurrence as a resectable distant metachronous metasta-
sis, rather than a local recurrence. Again, NCCN guide-
lines suggest the provision of adjuvant chemotherapy for
resectable stage IV rectal cancer patients who had not
previously received chemotherapy.”® However, the evi-
dence of benefit for this treatment is indeterminate, and
is extrapolated primarily from colorectal liver metastases.
The largest meta-analysis (n=1896 patients) of primarily
observational studies demonstrated modest benefits for
disease free survival (HR=0.81, 95% CI:0.72-0.91,
p=0.0007) but no effect on overall survival (HR=0.88;
95% CI:0.77-1.01, p=0.07).>* Given the uncertain bene-
fits, and concern for adverse side effects, our patient
declined chemotherapy.

Repeat radiotherapy for this anal recurrence was
another consideration. Particularly given the patient’s
profound response to neoadjuvant therapy during his
first recurrence over two years prior. However, there is
again a paucity of evidence to guide re-irradiation. The
NCCN rectal cancer guidelines suggest re-irradiation
should be delivered if it can be tolerated and is feasible,
citing some small studies espousing the relative safety of
this approach.”®**3 One large retrospective series of
resectable locally recurrent rectal cancers found that
those who received repeat radiation as part of their treat-
ment had longer overall survival, and increased time to
local recurrence or metastasis compared to patients who
were not re-irradiated.’® However, our patient had pre-
viously received a large cumulative dose of radiation
after his first recurrence, and had significant side effects

such that he would not consider re-irradiation a viable
option.

Another situation we considered was whether this was
a new primary neoplasm of the anal canal. Unlike squa-
mous cell carcinoma (SCC), adenocarcinomas are only
rarely encountered in the anus, accounting for less than
10% of anal cancers.””*® Anal adenocarcinomas can be
categorized into two types according to their origin: those
which arise from the anal glands, usually in conjunction
with a fistula; or “Colorectal-type” anal adenocarcinomas
which are thought to arise from rectal glandular cells in
the anal transition zone mucosa.>’ Histologically, these
latter lesions are identical to ordinary colorectal adeno-
carcinoma, and represent an interesting diagnostic and
therapeutic dilemma, as they can be difficult to distin-
guish from low rectal cancers. This diagnosis can be
particularly important, as anal adenocarcinomas have
a worse prognosis than rectal cancer, as they more fre-
quently metastasize to the inguinal and femoral nodal
basins.’’*® In the presented case, histopathology could
not differentiate between the original tumor and the tumor
recurrence at the anal margin; although, this does not
necessarily rule out the possibility of a new primary
cancer. Analysis of the tumor genotype, and comparison
between the index and the recurrent tumor theoretically
could help determine whether they were related.
However, this type of testing is not available locally.
Fortunately, management options for localized anal ade-
nocarcinoma, and those for localized rectal cancer recur-
rence at the anus are similar.*®

Going forward, the question remains as to the cause of
this exceedingly rare site of rectal cancer metastasis. Most
of the similar case presentations in the literature occurred
following some damage to the anal epithelial layer.
However, in the current case the patient had no anal
disease, and had no significant trauma from instrumenta-
tion of his anus. Previously minor trauma from the hooks
of a Lone Star retractor or those of a Gelpi retractor have
been implicated in tumor cell implantation in the anus.***
However, these instruments were never used in any of this
The had
a significant stenosis at his original colorectal anastomosis,

patient’s prior operations. patient also
requiring multiple dilatations following his index opera-
tion 5 years prior. It remains a possibility that some minor
perianal trauma that went unnoticed to the patient and the
surgeon during one of these dilatation procedures or one of
his past cancer operations led to the current presentation

many years later.
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Conclusion

Isolated metachronous metastasis to the anus is an extre-
mely rare site of recurrence for rectal adenocarcinoma,
with only a small number of cases reported in the litera-
ture. Therapeutic options can be extrapolated from those
performed for other locally recurrent rectal cancers or
from isolated metachronous metastases to the liver.
Regardless of the approach, patient-informed care is para-
mount. A firm understanding of the quality of the available
evidence (or lack thereof) for conventional therapeutic
options such as chemotherapy, radiation, and aggressive
surgery in this setting is essential in order to help select the
best therapeutic option.
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