
Introduction
Breast cancer (BC) is the most common (24.1%) 

malignancy among women.  It is the second most fre-
quent cause of cancer deaths (18%) in women, after 
lung cancer [1]. 10,000 women develop breast cancer 
each year in Turkey [2]. 1/40 of cases are in the fifth 
decade of life and 1/66 of all cases are in the fourth 
decade [3]. The likelihood of being diagnosed with 
breast cancer is 12.3% during a woman’s lifetime [4]. 
According to World Health Organization (WHO), 
the overall frequency of BC is increasing rapidly [5]. 
Prominent geographical variation in frequency rates 

are described, with the highest frequency of diagnosis 
in the developed countries and the lowest in develop-
ing countries, including Africa, the Middle East and 
Asia, though this range has been narrowing continually 
over the last few years according to the International 
Agency for Research on Cancer (IARC-2012). Early 
awareness of breast masses by patients depends on the 
patient’s social and educational status. There are many 
studies related to early detection of breast cancer by 
patients and its significance [6]. The authors believe 
studies in this field should particularly focus on rural 
populations. Breast self-examination, physical exami-
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ABSTRACT 

Introduction: Systematic screening for breast cancer is performed to reduce the current mortality rate and incidence by 
diagnosing the patients during the early stage and asymptomatic phase of the disease. A high quality screening program 
may produce a long-lasting decrease in mortality only if the treatment is of an equal standard.
Patients and Method: 350 patients’ medical records, including breast physical examinations, age, gender, mammography 
findings, number of gravidity, parity and abortion, curettage, whether or not there is systemic and endocrinological disease 
present and pelvic masses were analyzed retrospectively. 
Result: Most of the patients (91.1%) had no breast pathological findings. 2.6% of patients had fibroadenoma and 4.6% had 
fibrocystic breast changes exhibited through mammography. One patient was found to have a breast mass. In that patient, 
tru-cut biopsy revealed infiltrating ducal carcinoma.
Conclusion: A multidisciplinary cancer screening program should be maintained. With such a process, the aim is to reduce 
the morbidity and mortality of the disease without adversely affecting the health conditions of asymptomatic individuals 
based on the screening. Success is brought about by the combination of individual features.
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Increased of Langerhans Cells in Smokeless 
Tobacco-Associated Oral Mucosal Lesions

Érica Dorigatti de Ávila1, Rafael Scaf de Molon2, Melaine de Almeida Lawall1, Renata Bianco 
Consolaro1, Alberto Consolaro1

Abstract

Objective: To evaluate the changes in the number of Langerhans Cells (LC) observed in the epithelium of 
smokeless tobacco (SLT-induced) lesions. 
Methods: Microscopic sections from biopsies carried out in the buccal mucosa of twenty patients, who were 
chronic users of smokeless tobacco (SLT), were utilized. For the control group, twenty non-SLT users of SLT 
with normal mucosa were selected. The sections were studied with routine coloring and were immunostained 
for S-100, CD1a, Ki-67 and p63. These data were statistically analyzed by the Student’s t-test to investigate the 
differences in the expression of immune markers in normal mucosa and in SLT-induced leukoplakia lesions. 
Results: There was a significant difference in the immunolabeling of all markers between normal mucosa 
and SLT-induced lesions (p<0.001). The leukoplakia lesions in chronic SLT users demonstrated a significant 
increase in the number of Langerhans cells and in the absence of epithelial dysplasia. 
Conclusion: The increase in the number of these cells represents the initial stage of leukoplakia. 
Key words: Smokeless tobacco, leukoplakic lesions, cancer, langerhans cells, chewing tobacco.

Introduction
Among tobacco users, there is a false be-

lief that SLT is safe because it is not burned, 
which leads many people to quit cigarettes 
and start using SLT [1]. However, SLT con-
tains higher concentrations of nicotine than 
cigarettes and, in addition, nearly 30 carci-
nogenic substances, such as tobacco-specific 
N-nitrosamines (TSNA), which is formed 
during the aging process of the tobacco, [2-4] 
and which presents high carcinogenic poten-
tial. Moreover, because the tobacco has direct 

contact with the oral mucosa and creates a 
more alkaline environment, its products may 
even be more aggressive to tissue [5]. The 
percentage of SLT users is lower compared 
to cigarette users; however, usage is increasing 
among young individuals and it is therefore a 
significant and disturbing danger [6,7]. 

Initial studies on the effects of SLT on the 
oral mucosa demonstrated the formation of 
white lesions induced by chronic exposure to 
tobacco, characterized by epithelial thicken-
ing, increased vascularization, collagen altera-
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nation, and mammography are among the most em-
phasized topics in recent times [7]. Breast masses are 
addressed by general surgeons in Turkey. Especially in 
rural areas, women often do not go to a health institu-
tion with breast complaints. Therefore, diagnosis might 
be skipped, and therefore come too late. For over 40 
years, female patients have visited the authors’ clinic to 
undergo screening with mammography and breast ul-
trasounds, and here, the aim is to assess the state of this 
hospital with respect to incidence of breast pathology.

Patients and Methods
This study was performed during the period be-

tween January 2014 and April 2015 at Firat University, 
Faculty of Medicine. Approval for the study was ob-
tained from the Local Institutional Ethics Committee 
of Firat University Faculty of Medicine, Elazig, Turkey 
(04.08.2015/86879). Patients over 40 years who had 
not complained of breast cancer-related pathology 
were evaluated by a gynecologist. Patient’s medical re-
cords were completed. 350 patients’ records, including 
demographic data, age, mammography images, num-
ber of gravidity, parity and abortion, curettage, whether 
or not there is systemic and endocrinological disease 
and whether they had pelvic masses, were analyzed 
retrospectively. To investigate the data obtained for 
the study, the software suite, SPSS 22.0 for Windows 
(Chicago, USA) was used. Descriptive statistics were 
given in numbers and percentages for categorical vari-
ables and as mean±standard deviation or median (min-
imum-maximum) for continuous variables. 

Results
In the sample of 350 adult female patients admitted 

to the obstetrics and gynecology outpatient clinic, the 
average age was 43.6±2.2 (range:40-48 years). 315 pa-
tients (90.5%) were married and 196 patients (55.7%) 
were educated for less than nine years. 296 patients were 
housewives (84.6%) and most were living in a rural re-
gion (96.4%). 100 patients (28.6%) had a family his-
tory of BC, 221 patients (63.3%) had two children, 47 
patients (13.4%) were current smokers, and only one 
patient (0.2%) drank alcohol. Descriptive statistics of 
patient characteristics are presented in Tables 1 and 2. 

Breast examinations of the patients were conducted 
in the menopause clinic or general surgery clinic when 
necessary. Breast masses were detected through exami-

Table 1. Patient characteristics (SD: Standard deviation).

Parameter Minimum Maximum Mean±SD

Age (year) 40 48 43.6±2.2

Gravidity (number) 1 6 3.7±1.1

Parity (number) 0 5 2.5±0.9

Abortion (number) 0 4 0.8±0.7

Currettage (number) 0 3 0.4±0.6

Table 2. Complaints of the patients (N:Number).

Complaints N %

Vulvovaginitis 198 56,6

Menstrual cycle disorders 39 11,1

Urinary incontinence 36 10,3

Pelvic  mass 33 9,4

Myoma uteri 31 8,8

Urinary tract infection 13 3,8

Table 3. Mammography findings of the patients (N:Number).

Mammography Findings N %

No breast pathology 319 91,1

Fibroadenoma 9 2,6

Fibrocystic breast changes 16 4,6

Reactive lymph node 3 0,8

Infiltrating ductal carsinoma 1 0,3

nation of 20 patients, with 10 being applied through 
cyst aspiration. Tru-cut biopsy was performed in  6 of 
those patients, pathological examination showing that 
breast fibroadenomas were present. The remaining 4 pa-
tients were taken to the outpatient clinic for follow-up.

Among the patients, 198 (56.6%) had vulvovagi-
nitis, 39 (11.1%) had menstrual cycle disorders, 36 
(10.3%) had urinary incontinence, 33 (9.4%) had pel-
vic masses, 31 (8.8%) had myoma uteri and 13 (3.8%) 
had urinary tract infection. None of the patients had 
any actual diagnosis related to breast health issues. 

Most of the patients (91.1%) had no breast patho-
logical findings from the mammography or breast ul-
trasonography. As mentioned before, 9 patients (2.6%) 
had fibroadenomas, and 16 (4.6%) had fibrocystic 
breast changes visualized through mammography. 3 pa-
tients (0.8%) had confirmed reactive lymph node pa-
thology. One patient (0.3%) had lipoma and one other 
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patient (0.3%) had accessory breast. The overall mam-
mographic findings are shown in Table 3. After mam-
mography and breast ultrasonography, one (0.3%) pa-
tient was found to have a breast mass. The breast mass 
was 1.5 cm. Pathological analysis with tru-cut biopsy 
revealed infiltrating ductal carcinoma. This patient un-
derwent modified radical mastectomy in the authors’ 
general surgery clinic. The patients was determined to 
have with stage 1 breast cancer (tumor size was 1.5 cm, 
no lymph node involvement and no metastases). There 
were no complications in the postoperative period. 

Discussion
Examining and studying the individuals at risk for a 

particular disease (e.g. breast cancer in women in an age 
group of high incidence) for the purposes of early diag-
nosis and treatment is called “population-based screen-
ing”, while screening individuals for the purposes of 
routine medical counseling in the case of a potentially 
high risk for the disease in question (e.g. in the pres-
ence of family history of the disease or other known 
risk factors) is referred to as “opportunistic screening” 
[8]. The present study may be defined as a population-
based screening study as a number of the women were 
in the risk group. 100 (28.6%) patients had a family 
history of breast cancer and 280 (80%) gave birth to 
their first child before the age of 25. A third risk factor 
considered for this study could be benign breast dis-
ease. 25 patients (7.2%) did indeed have benign breast 
disease. Systematic screening for breast cancer is gener-
ally performed to reduce the current mortality rate and 
incidence by diagnosing the patients in the early and 
asymptomatic phases of the disease [9]. A high qual-
ity screening program may produce a long-lasting de-
crease in mortality only if the treatment of the women 
in which breast cancer is detected is of an equal meas-
ure [1]. As a matter of fact, in this study, the authors 
have been at quite a disadvantage based on the fact that 
more than half of the cases involved patients with low 
levels of education living in rural areas. 

In the literature, there are various studies utilizing 
breast cancer screening in different types of societies 
using various examination and test methods. The effect 
of “breast self-examination” on mortality was reviewed 
with respect to breast cancer and it was determined 
that it, in fact, had no effect [10,11]. The number of pa-

pers claiming a reduction in mortality associated with 
breast cancers was achieved based on the precise results 
from the programs and courses developed has recently 
increased [12]. 

“Physical examination of the breast” is used as a 
screening method, as well. Even though its use and 
worth is questioned today, breast cancer used to be diag-
nosed with this method strictly [13,14]. Although there 
are no randomized clinical study results available yet 
which suggest a contribution to the reduction of breast 
cancer mortality through physical breast examinations, 
they are considered to be complements to mammogra-
phy [15]. In the UK, breast cancer screening involves 
mammography for the age group between 50 and 64 
every 3 years. However, it was found that 20% of the de-
tected breast cancers were diagnosed by screening while 
80% of the cases were diagnosed as a result of physical 
examination by general practitioners [16].

The published randomized controlled studies of 
mammography screening and the information ob-
tained from countries practicing regular mammogra-
phy screening show that it significantly diminishes the 
mortality associated with breast cancer. The specific 
contribution of mammography screening to the re-
duction of mortality is reported to be approximately 
25%-30% [17,18]. The ideal age for beginning mam-
mography screening is considered to be 40 [ ], and it 
has also been observed that annual screening is more 
effective [19, 20]. The American Cancer Society rec-
ommends annual mammography controls for screen-
ing purposes for individuals above 40 years of age [21]. 
In Turkey, healthy women above 40 are screened by 
mammography every 2 years, and all women above 20 
are encouraged and taught how to perform breast self-
examination. In the current study, for which patients 
were examined in the menopause clinic of the hospital, 
the overall age range was between 40 to 48 years of age.

In the present study, in one case, a woman with no 
complaints about her breasts was diagnosed with breast 
cancer by mammography screening, and her survival 
was increased by early treatment onset. Cancer screen-
ing programs should be maintained within a multidis-
ciplinary framework. During the screening process, the 
goal should be to reduce the morbidity and mortality of 
the disease without adversely affecting the health con-
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ditions of asymptomatic individuals based on screen-
ing. Favorable outcomes are brought about by the com-
bination of individual and institutional qualities, and 
positive developments in both respects will increase 
the number of detection successes. 
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