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Abstract

Background: Anal canal cancer is an uncommon cancer of the digestive system, which the most common histological type is squa-
mous cell carcinoma. The gold-standard treatment is combination therapy (chemotherapy and radiotherapy) and surgery should
be reserved for cases of recurrent disease, persistent disease after initial treatment or complications. The aim of this study was to
present data regarding anal cancer collected from the Cancer Database of Hospital Erasto Gaertner, a referred cancer center, from the
period of 2005 to 2013 and to analyze the treatment outcomes of the patients assisted at the Institution.

Methods: It was a retrospective and observational study. Data were collected from medical records available in the hospital Cancer

Database Registry Service after the approval from the institution review board.

Results: There was a prevalence among women (71.1%). The average age of the patients was 55 years. The most common histo-
logical type was squamous cell carcinoma (81.4%), followed by adenocarcinoma (7%). Regarding patients’ origin, approximately
58% came from Curitiba and the metropolitan region. Considering the treatment performed, 95% of the cases did not undergo any
form of surgical treatment, only 4.7% underwent surgery, 2.3% only chemotherapy and 4.7% only radiotherapy, and the minority
underwent local resection. Combined treatment was applied to 88% of the patients. Regarding the TNM (UICC) clinical staging, the
most common was stage III (23.5%), followed by stages II, IV and I (18.6%, 2.3% and 2.3%, respectively). Family history of cancer
was found in 34.9% of the patients, alcoholism in 11.7% and smoking in 44.2%. Were alive at the end of the first phase of treatment
92.2% of the patients.

Conclusion: Epidemiological characteristics of patients were in accordance with literature data. Most patients underwent chemora-

diotherapy, and more than half of them were alive at the end of treatment.
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Introduction

Anal cancer is an uncommon neoplasm, responsible for only 2.5% of neoplasms of the digestive tract [1]. In 2014, the incidence of

colon and rectum neoplasms was 15070 new cases for men and 17530 for women, but there were no data on anal canal cancer [2].

Studies have shown an increase in incidence, associated with factors such as female sex, HPV and HIV infection, anal intercourse and
smoking [3].
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The association with HPV infection, as evidenced in epidemiological studies and clinical trials, was essential in clarifying the patho-
physiology and etiology of the most common histological type, squamous cell carcinoma (SCC) [4]. Thus, anal canal cancer is closer to

other genital malignancies than other neoplasms of the gastrointestinal tract, requiring a differentiated approach.

The standard treatment of anal cancer for a long time consisted of abdominoperineal resection and dissection of inguinal lymph nodes.
Abdominoperineal amputation, which includes resection of the sigmoid colon, rectum and anus, defines the need of a permanent colos-
tomy, which brings complications such as prolapse, stenosis, paraestomal hernias and dermatitis [5-7], as well as producing a significant
loss of quality of life [8,9]. The five-year survival expectancy ranges from 40 to 70 percent, with a perioperative mortality rate of 3 percent
[10]. With the advent of combined treatment consisting of chemotherapy associated with radiotherapy, the possibility of healing patients
and preserving the anal sphincter arose, which significantly reduced the need for definitive colostomy in many patients [11]. The use of

combined therapy also increased the expectation of survival in five years from 72 to 89 percent [12-14].

Therefore, the use of combined therapy has become the standard treatment for patients with squamous cell carcinoma of the anal
canal, reserving surgical treatment for cases of recurrent or persistent disease after initial treatment, in cases of failure of the treatment

and to those who present complications [10].

The main prognostic factors are defined by tumor staging, size and lymph node invasion [15]. However, there is a need to identify other

risk factors as well as the prognosis for the treatment outcome. In this sense, the national literature is lacking.

Objective of the Study
The objective of this study is to present data regarding anal cancer collected from the Cancer Database of Hospital Erasto Gaertner,
a referred Cancer Center in Brazil, from the period of 2005 to 2013 and analyze the treatment outcomes of the patients assisted at the

Institution, information that current lacks in the available literature.

Methods

It was a retrospective and observational study regarding the analysis of data from patients admitted and treated with anal canal can-
cer at the Erasto Gaertner Hospital from 2005 to 2013. Information was collected, after the approval from the institution review board,
between March and May 2015 by independent researchers directly from the medical and physical records available at the Archive Service

Physician of the Hospital Registry of Cancer, using field record based on the standard format of the National Cancer Institute [16].

During this period, 120 cases of anal canal cancer were admitted. The following variables were evaluated: prevalence by gender, age,
histological type, patient origin, treatment performed, tumor staging, history of alcoholism and smoking, hereditary tendencies and sur-

vival after the first phase of treatment.

The absolute and relative frequencies were generated from the SISRHC system and tabulated through the Epilnfo System, version 7.1.

The survival rate was calculated using the Kaplan Meier method.

Results
In a period of 08 years, between 2005 and 2013, 120 cases of anal canal cancers confirmed by the anatomo-pathology tests were

diagnosed.

There was a predominance in the female gender with 86 (71.7%) cases versus 34 (29.3%) in the male gender. The mean age of male
patients with anal cancer was 52 years (32 - 82), with a standard deviation of + 16. Among females, the mean age was 57 years (33 - 82)
and standard deviation of + 14. The main origin of the patients was 70 (58%) from Curitiba and metropolitan region, the capital and larg-

est city of the state.
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Regarding risk factors, alcohol abuse was reported by five (11.7%) patients and refused by 24 (55.8%). History of smoking was found
in 19 (44.2%) patients and 11 (25.6%) denied exposure to tobacco. There was not information on the history of smoking and alcoholism

in the medical records of 30.2% and 32.6% patients, respectively.

In the studied sample, the most common histological type was squamous cell carcinoma in 98 (81.6%) cases, adenocarcinoma in 11
(9.2%) cases and other types of cancer in 11 (9.2%) cases, including 01 non-hodgkin’s lymphoma, 01 adeno-squamous carcinoma, 01

carcinoma NOS without further specification and 01 squamous cell carcinoma large non-keratotic cells.

According to the TNM classification of the International Union for Cancer Control (UICC), the most prevalent clinical staging of the
patients was stage Il in 61 (23.3%) patients, followed by the stage Il in 47 (18.6%), and stages IV and [ in 6 (2.3%) each.

Regarding the treatment performed, underwent combined chemo-radiotherapy 106 (88.3%) patients, did not undergo any form of
surgical treatment 114 (95%) patients; underwent exclusively to radiotherapy 6 (4.7%) patients, received exclusively chemotherapy 2

(2.3%) patients and underwent local resections 6 (4.7%) patients.

Of these patients, 82 (65.1%) were alive without evidence of disease after the first phase of the treatment, 22 (19%) patients pre-
sented partial response, 8 (7%) had disease progression and 8 (7%) patients died.

Sex Female 72%

Male 28%

Histologic Type Squamocellular Carcinoma 82%
Adenocarcinoma 9%

Other 9%

TNM Clinical Stage Csl 2%
csli 17%

csii 22%

CS IV 2%

Treatment Option Chemoradiation 88%
Surgery only 5%

Radiation only 5%

Chemotherapy only 2%
Treatment response 1 Complete response 29%
year after diagnose Partial response 8%
Disease progression 3%

Death 3%

Table 1: Cases distribution (%) according to analyzed variables.

Discussion

Anal canal cancer represents a small fraction of gastrointestinal tract tumor, but its different pathophysiology allows treatment op-
tions that avoids the surgical approach and makes it a prominent neoplasm within the digestive apparatus [17]. Epidemiological informa-

tion on this type of tumor is scarce in Brazil’s literature and demonstrates the importance of this study.

The large number of cases allows the analysis of cases with diverse treatment options, from combined treatment with chemoradio-

therapy to surgical rescue therapy.

Citation: Phillipe Abreu-Reis., et al. “Non-Surgical Treatment Outcomes for Anal Cancer: Analysis of 120 Cases Over 08 Years in a Brazilian

Cancer Center”. EC Gastroenterology and Digestive System 5.8 (2018): 657-662.



Non-Surgical Treatment Outcomes for Anal Cancer: Analysis of 120 Cases Over 08 Years in a Brazilian Cancer Center

660

The studied sample shows predominance of females, in a ratio of 2.53F:1M, which represents a lower ratio than that found by other
reports of the Brazilian literature in previous years [18,19]. Studies in several countries around the world have shown an increase of the
incidence of squamous cell carcinoma of the anal canal in the population as a whole, but mainly in men, especially men who have sex with
men (MSM), HIV + patients and patients younger than 30 years [20,21]. It is likely that the F:M ratio found in this study is related to these
described profile changes of the population nowadays. However, patients over 45 years old still prevail; the mean age found in this study

is consistent with descriptions from the literature, including series describing this recent change in the patients’ profile [22,23].

Smoking (current or previous) was present in 44.2% of patients and it is a risk factor already established in the pathogenesis of this
disease, contributing to genetic alterations with HPV [17]. Although the literature does not establish a clear association between alcohol

consumption and increased incidence of anal canal cancer, 11.7% of patients reported alcohol abuse in this study.

Epidermoid carcinoma is the most prevalent histological type and its pathophysiology related to HPV infection is well defined [17].
Large international studies show an increase in all histological subtypes. However, the increase in cases of squamous cell carcinoma was
clearly greater than the increase in cases of adenocarcinoma [23,24]. Some authors argue that anal canal adenocarcinoma is treated as a
separate disease, very different from epidermoid carcinoma [23]. The rate of epidermoid carcinoma reported in this study (81.5%) shows

a higher prevalence of this histological type in the location.

The patients’ presentation regarding TNM Clinical Staging at the time of diagnosis showed a difference in comparison to the values of
the literature. We observed a prevalence of stage 11l in 50% of the cases. However, other national and international studies show a preva-
lence of stage 11 [18,25,26].

Since the early 1980s, with the publication of Norman Nigro showing complete remission of the disease by using combined therapy
(chemoradiotherapy), anal canal carcinoma therapy has changed dramatically. The Nigro scheme proposes a dose of 30 Gy divided into
3 weeks, associated with 1000 mg/m?/day of 5-fluoracil given on continuous infusion on days D1-D4 and D29-D32 and at a dose of
mitomycin-C 15 mg/m? given in D1. This strategy caused complete remission of the disease, although this regimen was idealized as
neoadjuvant [27]. The use of mitomycin-C or other cytotoxic drugs together with 5-fluoracil is still discussed; however, the superiority of
combined treatment compared to surgical treatment is already well established in the literature, especially in terms of overall survival

and colostomy-free survival [28].

Combined therapy was performed in 88.4% of patients in this study. Avoiding the surgical approach for these patients, as well as for
patients who underwent chemotherapy or radiotherapy exclusively, ultimately resulted in 95% of patients without a surgical approach.
Surgical approach, with abdominoperineal amputation of the rectum (Miles surgery), presents a great disadvantage in this type of tumor

due to the loss of the sphincter function and the need for definitive colostomy [27].

It is observed that at the end of the first treatment phase (defined by the period from 8 to 12 months after starting treatment), 65% of
the patients presented no evidence of disease. This means that, with the proposed treatment, more than half of the patients certainly pre-
served anal function, requiring no surgical approach, and did not require a definitive colostomy for the effective treatment of cancer. Data
from the literature corroborate this rate as an acceptable rate of colostomy-free survival [26,28,29]. Are undeniable the beneficial effects
of preserving anal function without requiring a colostomy for patients, not only physiologically but also psychologically by improving the

social well-being of these patients [30].
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The study limitations are the use of records that were not designed for the study, so the available data may be of poor quality. Also there
were frequently an absence of data on potential confounding factors since the data were recorded in the past. Differential losses to follow

up coulod also bias this retrospective studies.

Conclusion

Combined treatment in anal canal carcinoma can provide high success survival rates without requiring a definitive colostomy surgery.

An adequate initial evaluation of the case and performing a successful treatment based on well-established cancer protocols can im-

prove survival rates and increase higher quality of life outcomes.

Patients presented with anal canal carcinoma evolved with a high early survival rate (at the end of the first phase of the proposed

treatment).

Patient follow-up for longer time will allow concrete conclusions of the benefits of combined treatment.
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