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Abstract

Bowen’s disease, also known as intraepithelial neoplasia, is a very slow-growing carcinoma in situ. In 3-5% of patients, it can progress to an invasive squamous cell
cancer. The anal localization of this disease is very rare. In Bowen’s disease, surgical resection is the standard of treatment. Radiotherapy keeps its place in recurrent
or unresectable cases. However, surgical resection with sufficient margin is sometimes difficult or may damage the corresponding organ-function. We report a case
of Bowen’s anal canal, in whom radiotherapy showed a good outcome. A 59-years-old male patient diagnosed had Bowen’s anal canal disease. On examination, we
considered that performing large excision with a negative margin is uncertain because of the anatomical localization, and also surgery may destroy the anal sphincter
function. After discussing this issue with the patient, we decided to employ an exclusive radiotherapy at a dose of 60 Gray in 30 fractions over 49 days. The lesion
disappeared with a complete clinical and radiological response and preservation of the anal sphincter with an 18 months follow-up. We believe that radiotherapy

might be an option for Bowen’s disease depending on the location and topological situation.

Introduction

Bowen’s disease, first described by Johan Bowen in 1912 [1], is
high-risk intraepithelial neoplasia that appears primarily on the neck,
face, genital organs and perianal region. Anal localization is quite rare.
The most important risk factor is infection with HPV 16 and 18 [2,3].
Biopsy with pathological examination provides the definitive diagnosis
[4,5]. The curative treatment is surgical excision with negative margins.
Other less aggressive therapeutic methods can be discussed if the
surgery is invasive with unacceptable morbidity or if the patient refuses,
such as radiotherapy. We propose to evaluate the therapeutic efficacy of
radiotherapy on this localized disease at the anal canal. We report the
case of a patient diagnosed with Bowen’s anal canal disease treated with
exclusive radiotherapy.

Figure 1. Condyloma of the anal margin encompassing the anal orifice
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Case presentation

This is a 59-years-old male patient with a non-significant medical
history, followed for three years for recurrent anal margin condylomas
after three surgical resections. The clinical examination revealed a
tumor of the anal margin encompassing the anal orifice and at the
rectal touch a rough appearance of the anterior wall of the anal canal
(Figure 1). The anoscopy showed a budding and friable lesion of the
anal margin extended into the anal canal. The biopsy of the anal margin
lesion shows a low-grade dysplasia on an acuminate condyloma with
signs of HPV impregnation, while the biopsy of the anal canal lesion
showed carcinoma in situ. The colonoscopy showed no other lesions.

Because of the recurrent nature and, the localization of the disease
performing a large excision with negative margins without causing
sphincter dysfunction has proved impossible. On the other hand,
radiotherapy could deliver a curative dose of radiation to the entire anal
canal with margin. Our patient agreed and began treatment.

Our patient was treated with conformal therapy via a posterior
field with an energy of 06 MV, a right anterior oblique and a left
anterior oblique with an energy of 18 MV each. A 5 mm bolus was
used to increase surface dose. Our patient received 30 fractions at a
2 Gy fraction per day, with a total of 60 Gy. During the course of the
radiotherapy, physical exam revealed radiation dermatitis grade I,
treated symptomatically.
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Figure 2. Total clinical response in the anal canal and regression of the condyloma of the
anal

The follow-up consisted of a quarterly clinical examination
and annual MRI. The evolution was marked by a good clinical and
radiological response. A pelvic MRI performed at six months after
completion of treatment concluded to a complete clinical response
(Figure 2).

18 months after the radiation treatment, our patient is disease free
with good anal sphincter anal.

Discussion

Bowen’s disease, also known as intraepithelial neoplasia, is
carcinoma in situ, and rarely invades adjacent organs or metastases [6].
Itis linked to several factors, including ionizing radiation, sun exposure,
arsenic exposure [7], immunosuppression [8], human papillomavirus
infection [9], genetic factors, trauma, chemical carcinogens and, X-rays.

HPYV infection is most commonly responsible for etiology. Up to 80
percent of AIN cases are believed to develop from infections from the
Human Papilloma Virus (HPV) 16 and 18 [10]. HPV E6 and E7 gene
products inactivate the mitotic regulator proteins of tumor suppressor
genes (p53 and Rb), thereby permitting malignant transformation
[11]. Histologically, anal intraepithelial neoplasia (AIN) I and AIN II
involve less than two-thirds of mucosal thickness and are considered
low-grade lesions [12]. AIN III involves more than two-thirds of
mucosal thickness, and is considered high-grade (Bowen’s disease),
with malignant potential that warrants treatment [13].

This disease can occur at any age, much higher in people aged
20-45 years old, with an equal incidence rate between the two sexes
[14]. Bowen’s disease of the anal canal is characterized by mild and
infrequent clinical manifestations, such as burning or itching [15],
with the appearance of perianal mass or bleeding in more than one-
third of patients [16]. Forty percent of cases are asymptomatic and they
are often detected incidentally in hemorrhoidectomy specimens [17].
Dermatological diseases such as Paget’s disease, psoriasis, nummural
dermatitis, seborrheic dermatitis, lichen planus, lupus vulgaris,
secondary syphilis should be considered in the differential diagnosis
[18,19]. The definite diagnosis is made by histopathological examination
of biopsy material. The histopathology shows an epidermis replaced by
grossly disordered keratinocytes with nuclear atypia, bizarre mitotic
figures, a relatively intact basal layer, and often involvement of the
pilosebaceous apparatus [20].

A therapeutic strategy was not recommended [21]. The decisions
for the treatment are influenced by several factors such as lesion size
and thickness, the equipment available and the perceived for poor
wound healing. The therapy of the choice is surgical excision. It is
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necessary to resect the entire lesion with negative margins to reduce
the recurrence rate [22]. Nerve injuries, damage to the anal sphincter
and, disease recurrence are the main complications following surgical
excision of anal tumors. According to a study by Marchesa et al., the
incidence of local recurrence of Bowen disease after surgical treatment
depends on the surgical used technique. In the case of large excision
surgery, this recurrence is at 23.1% with a margin greater than lcm,
53.3% after local excision with a margin less than 1 cm and, 80% after
laser therapy [23]. It has been found that the wider was the surgery,
the lower the recurrence was. Forthermore, with HPV-16 and HPV-
18, the risk of developing recurrent disease with surgery alone is
high. Even with negative margins, Bowen’s disease can recur in HPV
positive regions. But the surgical technique also depends on the tumor
localization. In our case, performing large excision surgery and having
a negative margin is uncertain because of the anatomical localization
with the possibility of preserving the sphincter tonicity of the anal canal.

Because of the morbidity and the high recurrence rates associated
with surgical resection of Bowen’s disease, several treatment modalities
have been applied, including imiquimod [24], external fluorouracil
[25], laser therapy, radiotherapy and, photodynamic therapy [26].

Of these, radiation therapy is appropriate for larger and recurrent
lesions [21] with good functional and cosmetic results. A study by
Herat, et al. had shown the efficacy of concomitant radio-chemotherapy
in Bowen disease of the anal canal in an immunodeficient patient with
good therapeutic tolerance and clinical response after 10 months of
treatment [27]. Troicki, et al. reported a recurrence of perianal Bowen
disease initially treated with surgery. During this recurrence, the
patient was treated with exclusive radiotherapy at 45Gy in 25 fractions
with good tolerance and control at two years from the end of irradiation
[28].

Radiation therapy is also advantageous in patients who refuse
surgery, for large or multiples lesions, for lesions in cosmetically
sensitive areas, and in patients who are predisposed to formation
keloids. The purpose of radiation treatment is to minimize the risk of
recurrent cancer in the treated area with as little toxicity as possible do
that good cosmesis and function are maintained.

To achieve this type of outcome, radiotherapy planning and
implementation must be tailored to the anatomic site, tumor volume,
histology, previous treatment and patient’s age. The treatment planning
and implementation are usually simple, because the cancer is on the
surface and can be visualized and palpated readily and observed
directly during each set-up.

As for our patient, he is not immunodeficient, he was operated on
three times for a condyloma of the anal canal. This time, Bowen’s disease
was diagnosed and he received exclusive radiation therapy of 60Gy in
30 fractions over 49 days. There was a marked clinical improvement
and regression of the lesion during treatment.

There is no standard protocol for follow-up of anal Bowen’s disease.
Beck recommends annual physical examination, flexible sigmoidoscopy;,
also punch biopsy and random biopsy from the margins of the skin
grafts if new lesion emerges [29]. Relapse was reported nine years after
wide 20 surgical excision in the literature [30]. Therefore, follow-up
period may need to encompass a period of time longer than 5 years.

At 18 months of control, the patient had no visible lesion of the
anal canal, and without palpable mass on the rectal touch. Sphincter
preservation was also noted. Not only did this patient report a good
quality of life with preservation of the anal sphincter but the most
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important is that the disease did not recur at 18 months of follow-up
after irradiation. Radiotherapy is a therapeutic option in Bowen’s anal
canal disease that has shown its efficacy.

Conclusion

Bowen’s disease localized at the anal canal is a rare pathology.
Different therapeutic methods have been evaluated. Radiotherapy
might be a considered option of treatment based on the topological
conditions of the lesion, with good local control.
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