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Concomitant anal and rectal squamous cell carcinoma:
A case report
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ABSTRACT

Introduction: Synchronous squamous neoplasms of
the anal canal and rectum are exceedingly rare and pose
significant diagnostic and therapeutic challenges. The
presence of squamous pathology in the anorectal region
necessitates careful evaluation to distinguish between
primary lesions, contiguous spread, and metastatic
disease.

Case Report: We report a case of human papillomavirus
(HPV)-associated squamous cell carcinoma that initially
presented as a rectal high-grade squamous intraepithelial
lesion (HSIL). Magnetic resonance imaging demonstrated
a locally advanced rectal mass with involvement of the
mesorectal fascia and regional lymph nodes. Subsequent
endoscopic ultrasound (EUS) confirmed the extent of
rectal disease and additionally identified a previously
unrecognized, spatially distinct lesion in the anal canal.
Biopsy of the anal lesion revealed HSIL with diffuse p16
positivity, supporting HPV-associated pathology.

Conclusion: This case highlights the diagnostic
complexity of anorectal squamous lesions and
underscores the importance of comprehensive evaluation
of both the rectum and anal canal when squamous
pathology is identified at either site. Early recognition of
synchronous lesions is critical for accurate staging and
optimal management.
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INTRODUCTION

Squamous cell carcinoma (SCC) of the rectum is
exceptionally uncommon, accounting for approximately
0.1-0.3% of all rectal malignancies, with adenocarcinoma
comprising the vast majority [1, 2]. Synchronous
involvement of the rectum and anal canal by SCC is even
rarer, with only three cases reported in the literature
[3]. In most published reports, rectal adenocarcinoma
coexists with anal SCC; true synchronous squamous
lesions at both sites are distinctly unusual [3]. We present
a case of rectal SCC associated with a non-contiguous,
synchronous anal squamous lesion, notable for its
atypical endoscopic appearance, diagnostic ambiguity,
and shared HPV-associated features.

CASE REPORT

A 61-year-old man underwent a routine screening
colonoscopy, during which three colonic polyps were
identified and removed. A stalked, polypoid lesion was
noted in the distal rectum at approximately 6 cm from
the anal verge. The lesion was not amenable to snare
polypectomy, so a biopsy was performed. Microscopic
evaluation of the specimen was limited by cautery artifact
and showed no definitive evidence of malignancy on
cytokeratin and D1 staining. Given the inconclusive
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histology, the patient subsequently underwent transanal
excision, and the pathologic examination revealed
dysplastic squamous mucosa consistent with high-grade
squamous intraepithelial lesion (HSIL).

The atypical nature of the lesion warranted further
evaluation with pelvic magnetic resonance imaging to
estimate the true tumor extent, and imaging revealed a
lower rectal mass extending to the mesorectal fascia and
involving regional lymph nodes, consistent with locally
advanced (N1) disease. Additionally, an endoscopic
ultrasound (EUS) was performed to better characterize
the lesion and obtain additional tissue.

A non-obstructing, medium-sized mass in the
distal rectum, measuring 2 cm in length and diameter
and located 1—2 cm proximal to the dentate line, was
discovered by EUS. The overlying mucosa appeared
erythematous, suggestive of previous surgical scarring
(Figure 1A). The intramural rectal lesion involved the
submucosa, muscularis propria, and extended into the
perirectal fat (Figure 1B). Targeted biopsy of the rectal
mass yielded three core samples.

Figure 1: (A) Endoscopicimage of the rectal lesion with overlying
erythematous mucosa and evidence of scarring. (B) Endoscopic
ultrasound image of the rectal lesion showing extension into
the mesorectal fascia. (C) Endoscopic image of the nodular anal
lesion at the dentate line.
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Importantly, during this same EUS session, a separate
and previously unrecognized mildly nodular lesion was
identified within the anal canal at the dentate line (Figure
1C). This lesion was anatomically distinct from the rectal
mass and had not been appreciated on prior colonoscopy
or imaging. Biopsies were obtained from this anal lesion
for histopathologic evaluation.

Histologic examination of the rectal biopsy
demonstrated fragments of squamous cell carcinoma
associated with HSIL (Figure 2A). Although definitive
stromal invasion was not clearly identified on histology,
the radiologic and EUS findings supported clinically
significant invasive disease. Immunohistochemical
staining with p40 supported squamous differentiation.
Biopsy of the anal canal lesion showed HSIL with strong,
diffuse block-type p16 positivity, a surrogate marker for
HPYV infection, suggesting a shared viral etiology between
the two lesions (Figure 2B and C).

Figure 2: (A) H&E staining (200x magnification) of the
rectal specimen showing HSIL. (B) H&E staining (200x
magnification) of the anal lesion at the anorectal junction
showing HSIL. (C) IHC showing diffuse and strong block-like
p16 positivity. H&E: hematoxylin and eosin; HSIL: high-grade
squamous intraepithelial lesion; ITHC: immunohistochemistry.
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DISCUSSION

Primary rectal squamous cell carcinoma (rSCC) is an
exceedingly rare entity, accounting for only 0.1-0.3% of
all rectal malignancies [1—5]. This rarity not only limits
clinical familiarity but also complicates the diagnostic
approach, as distinguishing a primary rectal squamous
lesion from proximal extension of anal SCC or metastatic
disease can be challenging. To aid in this distinction,
Williams and colleagues proposed diagnostic criteria
for primary rectal SCC: (i) exclusion of another primary
SCC site, (ii) absence of a squamous-lined fistulous tract,
(iii) no direct extension from anal carcinoma, and (iv)
histopathological confirmation of SCC [6]. In our case,
all diagnostic criteria were satisfied; however, a separate
anal SCC was identified, clearly delineated from the rectal
SCC by intervening normal rectal mucosa.

Several mechanisms have been proposed to explain
the pathogenesis of rSCC. Chronic inflammatory
conditions, such as ulcerative colitis, along with
persistent enteric infections (e.g., amebiasis and
schistosomiasis), have been implicated as potential
contributors. Viral oncogenesis, particularly
involving human papillomavirus (HPV) and human
immunodeficiency virus (HIV), is also thought to play
a role [7]. Additional risk factors include prior pelvic
radiation and smoking-related genetic alterations [8].

One of the leading hypotheses suggests that chronic
inflammation may induce squamous metaplasia, which
can subsequently undergo malignant transformation
[9]. Supporting this theory, squamous differentiation
has been identified in colonic lesions. In a series of
750 colorectal adenomas, three cases demonstrated
squamous histological features [6]. Similarly, other
studies have reported squamous metaplasia arising
within adenomatous polyps, including villous adenomas
[10—12]. These findings suggest that squamous elements
within such lesions may represent a precursor to
carcinoma. Furthermore, HPV-associated oncogenesis is
increasingly recognized in anogenital malignancies, and
the presence of diffuse p16 positivity in both lesions in
our case supports a shared etiologic pathway.

Only three reported cases of synchronous rectal
and anal SCC exist in the literature [3, 13, 14]. One
such case involved a 48-year-old male who underwent
chemoradiotherapy (CRT) after an initial surgical
approach [13]. The second reported case involved a
78-year-old male [14]. Like in our case, the primary
biopsy in this patient did not reveal malignancy.
However, since endoscopic and radiological evaluations
showed lesions suggestive of neoplastic pathology
in both the anus and the rectum, an abdominopelvic
resection was done. The diagnosis was confirmed
by histopathological analysis, and postoperative
chemoradiotherapy was recommended following a
multidisciplinary discussion. Like our case, this case
highlights the importance of close clinical-radiological
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correlation to establish an accurate diagnosis,
especially when initial biopsy results are negative
or misleading. The third case was of a 68-year-old
woman who had HPV-positive SCC in the rectum
and the anorectal junction [3]. Similar to our case,
endoscopy in this patient showed a lesion in the colon
that was much larger than the lesion at the anorectal
junction. Microscopic examination of both biopsies
confirmed invasive SCC. She received the combination
of mitomycin C and capecitabine with concurrent
radiotherapy (60 Gy). There was a complete response
to treatment as follow-up at six months and two years
showed no evidence of disease.

Our case is notable for an occult anal lesion that
was identified only on careful inspection during EUS
performed for staging of the rectal mass. The presence
of the anal lesion raises the possibility of an anal primary
with proximal spread. However, anatomically distinct
lesions, along with shared HPV positivity, also support
the consideration of synchronous primary tumors. Nahas
et al. [15] found that cytokeratin CAM5.2 is expressed
in rectal SCC and rectal adenocarcinoma but not in anal
margin SCC, indicating a possible common cellular origin
for rectal tumors. Unfortunately, this distinction could
not be examined in our case, as CAM5.2 staining was not
performed.

Optimal treatment guidelines for rSCC currently
do not exist. Surgery as the first-line therapy is not
preferred anymore because of the significant morbidity
associated with it [1, 16]. Most centers have shifted
to chemoradiotherapy regimens similar to those
used for anal SCC, typically involving 50-54 Gy of
radiation delivered with concurrent 5-fluorouracil
and mitomycin or cisplatin-based chemotherapy
[1]. A French retrospective study of 23 patients with
rectal SCC reported an 83% complete response rate to
chemoradiation, with five-year disease-free survival at
81%, overall survival at 86%, and colostomy-free survival
at 65% [17]. Additionally, induction chemotherapy
with docetaxel, cisplatin, and 5-fluorouracil (mDCF)
has shown promising results in HPV-positive, locally
advanced, or metastatic rSCC. In a small cohort, 78% of
patients were alive and disease-free at a median follow-
up of 33 months, with further improvement observed
following subsequent CRT [18]. These outcomes
suggest that rectal SCC should be managed using CRT
for localized disease and platinum-based regimens
for metastatic disease [9]. Similar to anal canal SCC,
response to chemoradiotherapy (CRT) is typically
assessed at 8—10 weeks using a combination of clinical
evaluation, biopsy, and imaging modalities such as
pelvic magnetic resonance imaging (MRI) or positron
emission tomography- computed tomography (PET-
CT). In cases of disease progression, salvage surgery is
recommended. However, for patients with stable disease
or a partial response, reassessment at six months is
preferred over early salvage surgery [7].
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CONCLUSION

This case illustrates the diagnostic challenges posed
by synchronous squamous lesions of the rectum and
anal canal. Meticulous inspection of the anal canal is
essential when squamous pathology is identified in the
anorectal region, as early recognition of distinct lesions
has important implications for staging, diagnosis, and
management. Additionally, histopathology should be
correlated with radiologic and endoscopic findings,
particularly when it demonstrates in situ disease despite
imaging-based evidence of advanced local involvement.
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