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ABSTRACT

Objective: Fistula-associated perianal Mucinous Adenocarcinoma (MA) is a rare entity and easily overlooked by
many surgeons. The aim of this case report is to highlight its possible occurrence especially in a background of
chronic fistula in ano. Case presentation: This report will present the details of a 50-year-old male patient who
was diagnosed with perianal mucinous adenocarcinoma arising in a fistula. The patient underwent neo-adjuvant
chemo-radiotherapy followed by laparoscopic Abdominoperineal resection (APR) and adjuvant chemotherapy. A
comprehensive review of the literature on this rare tumor will be conducted, focusing on the diagnostic and
therapeutic procedures. An informed written consent, including permission to use relevant images, was obtained
from the patient for this case report. Conclusion: while APR remains the primary surgical option for fistula
associated with rectal cancer, a multidisciplinary approach that includes preoperative chemo-radiotherapy may

lead to positive response rates.
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INTRODUCTION

One of the most common anorectal diseases is the
perianal fistula so called Fistula-in-ano. The most
common etiology for fistula-in-ano occurrence is the
obstruction of the anal gland resulting in an abscess
formation which if inadequately drained may later result
in a fistula development. It is found that a fistula will
already be present on examination of Thirty to 70% of
patients diagnosed with an anorectal abscess.”

The malignant transformation in a pre-existing anal
fistulae might occur in some cases in association with
Crohn’s diseasel®, but others may contain epithelioid
granulomas, or extravasated mucin but without other
signs of inflammatory bowel disease.™

From a histological perspective, carcinomas that develop
in fistulas typically consist of mucinous type, although
tubular adenocarcinomas and squamous neoplasia may
also be present.!

The initial report of fistula-in-ano linked to mucous
adenocarcinoma was provided by Rosser in 1934, where
he documented seven cases of mucous adenocarcinoma
arising from longstanding anal fistulae.
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Malignant adenomas of the perianal region are a rare
tumor, making up less than 5% of all anal tumors.[") It
remains uncertain whether the presence of a chronic
fistula contributes to the formation of these tumors, or if
the fistula itself is a complication caused by these
malignancies.'®

The identification of these tumors is often delayed as
their symptoms closely resemble those of benign
inflammatory anorectal conditions. The delayed
diagnosis results in late treatment and poor prognostic
outcomes.

Fistula-in-ano related malignant adenocarcinoma is a
type of tumor that grows slowly and shows low-grade
features. It is known to be locally aggressive, with rare
instances of spreading to other parts of the body, usually
through the lymphatic system.!

At present, the prevailing management strategy for these
tumors involves neo-adjuvant concurrent chemo-

radiotherapy, followed by surgery (APR) and adjuvant
chemotherapy.™*”!

CASE PRESENTATION
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A 50-year-old male patient who had no past medical
history nor chronic medical illnesses underwent incision
and drainage of perianal abscess 10 years ago at 3
o’clock. Since that time patient claimed history of
recurrent perianal pain, mucous discharge and occasional
lump at 3 o’clock that regress in size after spontaneous
drainage of pus and mucous. The patient did not seek
medical attention until 6 months ago (February 2023)
when he presented to our clinic complaining of
progressive perianal swelling at the same site associated
with pain that he tried to decrease it with NSAIDs.

The patient did not provide a record of any family
history of colorectal cancer, nor did he report
experiencing fever, vomiting, weight loss, fatigue, or
rectal bleeding. Upon examination, the patient appeared
to be in good overall health but displayed mild distress
due to perianal pain. Local examination revealed a 6x10
cm swelling on the left side of the anus, with its
innermost point located approximately 3-4 cm from the
anal verge. The swelling was found to have a firm
consistency, to be immobile with attachment to
underlying structures, to have multiple punctums, and to
show no signs of active discharge (Figure 1). Digital
rectal examination was unremarkable, except for a
dimple in the anal mucosa at the 3 o’clock position, 2cm
above the dentate line. Upon applying finger pressure to
the dimple, a minimal amount of purulent discharge was

observed to emerge from the swelling’s punctums,
prompting suspicion of an underlying fistula.

Figure 1: Left sided perianal swelling.

The comprehensive assessment for better evaluation and
diagnosis comprised tumor markers, pelvic MRI, pan
computerized tomography scan (Pan CT scan), and
colonoscopy. The CEA level was measured at 78. The
pelvic MRI with 1V contrast revealed a trans-sphincter
fistulous tract arising from 3 o’clock and extending
downward posteriorly with peri-anal collection (Figure
2). A colonoscopy was performed and no masses were
identified. The Pan CT scan yielded normal results.
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Figure 2: Peri-anal cystic tumor, hypointense at T1wi, hyperintense at T2wi, shows peripheréi heterogenous
enhancement, with fistulous communication with the anal sphincter. Study date: March 2023.
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swollen gluteal region, which indicated the presence of
invasive moderately differentiated adenocarcinoma with
mucinous differentiation (Figure 3).

The examination under anesthesia revealed a mid trans-
sphincteric fistula located at the 3 o’clock position.
Biopsies were taken from the deep fistula tract and the
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Figure 3: Histopathologic findings of invasive moderately differentiated adenocarcinoma with pools of
extracellular mucin.

The patient’s condition was extensively discussed by a
team of experts from various disciplines, and it was
decided that the next steps would be to undergo neo-
adjuvant chemo-radiotherapy, followed by a reevaluation
and potential surgery.

The patient commenced his neo-adjuvant treatment
(combined chemo-radiotherapy, 8 courses of 5FU+
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Radiotherapy 45 Gy, NACRT) in March 2023, and
completed the last dose in September 2023.
Subsequently, a follow-up pelvic MRI was conducted,
revealing a marked decrease in the size of the tumor and
surrounding edema due to the radiotherapy effect (Figure
4).
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Figure 4: The peri-anal mass still present with same relation to anal sphincters but with significant size

reduction. Study date: 1 October.
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The patient had a laparoscopic Abdominoperineal
Resection with primary closure of the perineal wound in
November 2023, as shown in Figure 5. The patient
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Fourteen days following the patient’s visit to the clinic,
during which he reported no issues and adjusted well to
his stoma, the histopathology of the removed specimen
indicated the absence of any remaining viable tumor,
with ypTO ypNO and thirteen reactive lymph nodes (see

Figure 6). Upon the recommendation of the
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Figure 6: APR Histopathology: no residual viable tumor, ypTO0 ypNO.

DISCUSSION

In presenting this case, we seek to highlight the rare
diagnosis of MA occurring in the setting of chronic
fistula-in-ano. Inflammatory bowel disease and diabetes
are additional established risk factors for the occurrence
of MA in the perianal area.”

The extended duration of perianal fistula and anal
discomfort during defecation, along with the occasional
gelatinous discharge, are the main defining features of
perianal mucinous carcinoma. Conversely, 15% of
patients do not report any symptoms associated with this
tumor.t*?

Diagnosing this tumor is challenging because early
symptoms can be similar to those of a fistula with
abscess formation. Therefore, it is crucial to conduct a

Figure 5: post APR image.

recovered well and was discharged home on the second
day after the operation.

Multidisciplinary Team member (the hematologist), the
patient commenced adjuvant chemotherapy (consisting
of 6 cycles of FOLFOX). Subsequent follow-up
appointments, both in person and by phone, confirmed
that the patient was tolerating his stoma well and had no
complaints.

deep biopsy of the fistulous tract and opening in order to
accurately diagnose the condition.!

In order to diagnose perianal adenocarcinoma associated
with anal fistula, Rosser established specific determining
factors, including a fistula that existed at least 10 years
before the carcinoma, the fistula opening internally into
the anal canal and outside the tumor, and the tumor being
evident in the anal canal and extending directly from the
fistula.l'®! Subsequent case reports and series have been
documented in the literature, but no clearly defined
diagnostic standards have been established.

Serum CEA testing has been proposed as a way to detect
the potential for chronic perianal fistulas to develop into
malignancies.* Despite the high CEA levels observed
in our case study (CEA 78) and in approximately 73% of

www.ejbps.com | Vol 12, Issue 5, 2025. |

1SO 9001:2015 Certified Journal | 36




Rbaihat et al.

patients in existing literature, it cannot be relied upon as
a definitive tumor marker for malignancy in fistula-in-
ano.™

With respect to the utilization of MRI results for
anticipating the diagnosis of carcinoma in chronic fistula,
it appears that MRI may be advantageous but requires
additional research to validate its effectiveness.!*®

In this particular case, the patient underwent a
colonoscopy that yielded normal results. This was
performed to screen for colorectal cancers that could
potentially develop in a chronic fistula, as has been
documented in medical literature, despite the infrequency
of such occurrences.™*”!

The typical method of spread for these tumors is through
the lymphatic system, often leading to metastasis in the
inguinal lymph nodes. Similar to the majority of cases
documented in literature, our patient had locally
advanced disease upon presentation, but no metastasis to
the inguinal lymph nodes.”

The recommended treatment for these tumors is
Abdominoperineal resection. In this case study, the
treatment approach involved a Multidisciplinary Team
considering  this locally advanced fistula-in-ano
associated with MA in a manner similar to locally
advanced rectal cancer. The patient was therefore
provided with neoadjuvant chemoradiotherapy and then
offered laparoscopic APR, followed by adjuvant
chemotherapy. The significance of neoadjuvant
chemoradiotherapy in the management of perianal MA is
not yet well established.[*®

However, in our case report, NACRT led to tumor
downsizing and downstaging, as evidenced by the post
neo-adjuvant MRI images (Figure 4). This allowed us to
move forward with a laparoscopic standard APR + wide
local excision and primary closure of the perineal wound.
Consequently, NACRT eliminated the necessity for
extra-levator APR and perineal reconstructive procedures,
thereby preventing the short-term complications
associated with these surgical options.™*

Concurrently, the application of the NACRT method to
treat the tumor in our patient resulted in achieving RO
and a complete pathological response (ypTO ypNO with
Thirteen reactive lymph nodes), as demonstrated by the
histopathological analysis of the resected specimen. This
outcome will aid in preventing local recurrences.®

CONCLUSION

Fistula-in-ano associated MA is a rare tumor that can be
diagnose with difficulty as it mirrors other benign
inflammatory conditions resulting in a delayed diagnosis
and more advanced stage at initial presentation. The
primary considerations in reaching a diagnosis for this
tumor involve maintaining a high level of clinical
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suspicion and conducting several deep biopsies of the
affected area.

A Multidisciplinary team discussion is of extreme
importance in approaching these tumors. The
management strategy of NACRT + APR + Adjuvant
chemotherapy seems to be suitable in a locally advanced
fistula-in-ano associated MA and can achieve the
resection rates of RO and reduce the risk of local
recurrence. Further studies are actually needed to
validate this management approach.

REFERENCES

1. Tozer, P. (2023). Anal fistula. Colorectal Surgery:
Colorectal Surgery-E-Book. [HTML]

2. Sanchez-Haro, E., Vela, E., Cleries, M., Vela, S,
Tapiolas, 1., Troya, J., ... & Parés, D. Clinical
characterization of patients with anal fistula during
follow-up of anorectal abscess: a large population-
based study. Techniques in Coloproctology, 2023;
27(10): 897-907. springer.com

3. Harpain, F., Dawoud, C., Wimmer, K., Schlager, L.,
Kirchnawy, S., Rizk, D., ... & Stift, J. Fistula-
associated anal adenocarcinoma: a 20-year single-
center experience. Annals of Surgical Oncology,
2023; 30(6): 3517-3527. [HTML]

4. Kovari, B., Bathori, A., Friedman, M. S., &
Lauwers, G. Y. Histologic diagnosis of
inflammatory  bowel diseases. Advances in
Anatomic Pathology, 2022; 29(1): 48-61. [HTML]

5. Perez, S. & Eisenstein, S. (2024). Cancer in anal
fistulas. Clinics in Colon and Rectal Surgery.
nih.gov

6. Ghosh, N. K. & Kumar, A. (2024). Chronic fistula
in ano associated with adenocarcinoma: a case
report with a review of the literature. Annals of
Coloproctology. coloproctol.org

7. Loughrey, M. B. & Shepherd, N. A. (2024). Anal
and Perianal Preneoplastic Lesions.
Gastroenterology Clinics. [HTML]

8. Yu, K. R., Keller-Biehl, L., Smith-Harrison, L.,
Hazell, S. Z., Timmerman, W. R., Rivers, J. F., &
Miller, T. A. Radiation-induced recto-urinary fistula:
a dreaded complication with  devastating
consequences. Surgery in Practice and Science,
2023; 15: 100216. sciencedirect.com

9. Boaz, E., Freund, M. R., Harbi, A., Dagan, A,
Gilshtein, H., Reissman, P., & Yellinek, S.
Anorectal malignancies presenting as a perianal
abscess or fistula. The American Surgeon™, 2023;
89(6): 2572-2576. [HTML]

10. Bandidwattanawong, C. (2024). Multi-disciplinary
Management of Esophageal Carcinoma: Current
Practices and Future Directions. Critical Reviews in
Oncology/Hematology. [HTML]

11. Watermeyer, G., Katsidzira, L., Setshedi, M.,
Devani, S., Mudombi, W., & Kassianides, C.
Inflammatory bowel disease in sub-Saharan Africa:
epidemiology, risk factors, and challenges in

ISO 9001:2015 Certified Journal | 37


https://books.google.com/books?hl=en&lr=&id=mf7KEAAAQBAJ&oi=fnd&pg=PA175&dq=The+most+common+etiology+for+fistula-in-ano+occurrence+is+the+obstruction+of+the+anal+gland+resulting+in+an+abscess+formation+which+if+inadequately+drained+may+later+result+in+a+fistula+development.&ots=AwDao61Ebv&sig=Ia4afwj8AImJRHzlZSjFBLsbiV4
https://link.springer.com/content/pdf/10.1007/s10151-023-02840-z.pdf
https://link.springer.com/article/10.1245/s10434-023-13115-0
https://journals.lww.com/anatomicpathology/fulltext/2022/01000/Histologic_Diagnosis_of_Inflammatory_Bowel.6.aspx
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10769575/?utm_source=Other&utm_medium=rss&utm_content=0UVf-BVwkrLPjgTE9q2-TzmKheNnvqNNlcwggigyLxB&ff=20240110020054&v=2.18.0
https://coloproctol.org/upload/pdf/ac-2022-00752-0107.pdf
https://www.gastro.theclinics.com/article/S0889-8553(23)00091-2/abstract
https://www.sciencedirect.com/science/article/pii/S2666262023000621
https://journals.sagepub.com/doi/abs/10.1177/00031348221101481
https://www.sciencedirect.com/science/article/pii/S1040842824000581

Rbaihat et al. European Journal of Biomedical and Pharmaceutical Sciences

diagnosis. The Lancet Gastroenterology &
Hepatology, 2022; 7(10): 952-961. [HTML]

12. Koizumi, M., Matsuda, A., Yamada, T., Morimoto,
K., Kubota, I., Kubota, Y., ... & Yoshida, H. A case
report of anal fistula-associated mucinous
adenocarcinoma developing 3 years after treatment
of perianal abscess. Surgical Case Reports, 2023;
9(1): 159. Springer.com

13. Viktil, E., Hanekamp, B. A., Nesbakken, A., Lagberg,
E. M, Sjo, O. H., Negéard, A., ... & Schulz, A. Early
rectal cancer: The diagnostic performance of MRI
supplemented with a rectal micro-enema and a
modified staging system to identify tumors eligible
for local excision. Acta Radiologica Open, 2024;
13(5): 20584601241241523. Sagepub.com

14. Paku, M., Uemura, M., Kitakaze, M., Miyoshi, N.,
Takahashi, H., Mizushima, T., ... & Eguchi, H.
Clinical ~ Significance of  Preoperative and
Postoperative Serum CEA and Carbohydrate
Antigen 19-9 Levels in Patients Undergoing
Curative Resection of Locally Recurrent Rectal
Cancer. Diseases of the Colon & Rectum, 2023;
66(3): 392-400. [HTML]

15. Dawes, A. J. & Lightner, A. L. (2024). Perianal
Fistulizing Crohn’s Disease: Outcomes of Surgical
Repairs and Current State of Stem Cell-Based
Therapies. Clinics in Colon and Rectal Surgery.
[HTML]

16. Varsamis, N., Kosmidis, C., Chatzimavroudis, G.,
Sapalidis, K., Efthymiadis, C., Kiouti, F. A., ... &
Kesisoglou, 1. Perianal fistulas: a review with
emphasis on preoperative imaging. Advances in
Medical Sciences, 2022; 67(1): 114-122. [HTML]

17. Xu, S., Zhang, L., Cao, B., Liu, F., Li, Z., & Wang,
K. (2023). Analysis of Clinical Value and Necessity
of Preoperative Colonoscopy in Patients with Anal
Fistula. Researchsquare.com

18. Li, G,, Qiu, X., Zhang, X., Zhang, N., & Lin, G.
(2023). Case report: The application of neoadjuvant
chemoradiotherapy in  anal  adenocarcinoma
combined with perianal Paget disease involving
vulvar skin. Frontiers in Oncology. Frontiersin.org

19. Zhu, J., Lian, J., Xu, B., Pang, X., Ji, S., Zhao, Y., &
Lu, H. Neoadjuvant immunotherapy for colorectal
cancer: Right regimens, right patients, right
directions?. Frontiers in Immunology, 2023; 14:
1120684. Frontiersin.org

20. Georgescu, M. T., Diaconu, A., lordan, I.,
Georgescu, F. T., Bobirca, F., Bobirca, A., ... &
Georgescu, D. E. (2023). Identification of Predictive
Factors for Pathologic Complete Response in Rectal
Cancer  Patients Undergoing Neoadjuvant
Treatment: A Retrospective Study. Chirurgia
(Bucharest, Romania, 1990; 118(3): 250-259.
Revistachirurgia.ro

www.ejbps.com | Vol 12, Issue 5, 2025. | ISO 9001:2015 Certified Journal | 38



