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      Abstract


      Oral cancers are among the 10 most common tumors in Europe and the United States. The major recognized risk factors include smoking and alcohol what is possible explanation for higher incidence among men. The risk of developing a tumor of the oral cavity is 38 times higher in the population that consuming alcohol and cigarettes. Cancer of the oral cavity is a serious disease and only half of the patients survive the next five years. According to the World Health Organization classification, oral cancer includes malignant tumors in the lips area, anterior two thirds tongue, gingiva, bottom of the oral cavity, retromolar triangle, hard palate and mucous membranes of the oral cavity. In spite of the advancement of medicine, оral cancer remains a malignant tumor with a high mortality rate. The reason for this was primarily enhanced by the tumor stage at the time of diagnosis. On the other hand, the oral cancer is a tumor that can be detected by a simple examination of the oral mucosa at an early stage, before it starts to cause symptoms.
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      Introduction


      Oral cancers make up 2 to 5% of all cancers [1]. Oral cancers are among the 10 most common tumors in Europe and the United States [2]. The average incidence in Europe is 10 toward hundred thousand inhabitants. Oral cancers account for 30% of all head and neck carcinoma [3].


      According to WHO Cancer Register there were an estimated three hundred and fifty thousand new cases diagnosed and fifty thousand deaths recorded in 2017 [4]. In all countries of the world, oral cancers is more common in men (8 to 10 toward 1) [5]. The highest frequency is recorded in the Caribbean region, in eastern and southeastern Asia, and in some European countries [6-8].


      The major recognized risk factors include smoking and alcohol what is possible explanation for higher incidence among men [9]. The risk of developing a tumor of the oral cavity is 38 times higher in the population that consuming alcohol and cigarettes [10]. Although the diagnostic and therapeutic possibilities of patients with oral cancer significantly advanced, the mortality rate remained high (around 50%) and has not improved over the last 30 years [11].


      Cancer of the oral cavity is a serious disease and only half of the patients survive the next five years [12]. Cancer of the oral cavity is in most cases detected in the advanced stages, and the five-year survival is less than 50% [11]. Treatment success and length of survival increase significantly if the diagnosis is made in the early stage of the disease [13].


      According to the World Health Organization classification, oral cancer includes malignant tumors in the lips area, anterior two thirds tongue, gingiva, bottom of the oral cavity, retromolar triangle, hard palate and mucous membranes of the oral cavity. This does not include neoplasms of the glands, tonsils, and large salivary glands [14].


      The soft and hard palate compound represents the upper, and the line of large papillae on the base of the tongue is the lower limit of the localization of oral and pharyngeal carcinoma [15].


      Early signs of oral cavity cancer are red or whitish lesions of the mucous membrane that persist, a non-healing ulcer, an island or thickening of the structure of the oral cavity, atypical changes in the mucous membrane, a toothache without a clear cause, unexplained bleeding from the gingiva or nose.


      Late signs are induction of the affected area, paraesthesia, of tongue and lips, stiffness of the jaw, dysphagia, dyspnoea, visual impairment, pain of the ears and enlarged lymph nodes on the neck [16-22].


      Although the oral cavity is readily available for review, research shows that a quarter of patients are late with the onset of treatment. The late diagnosis of oral cancer is influenced by at least 3 factors: Low incidence, lack of knowledge and awareness of oral cavity cancer in the population and among healthcare workers, and difficulties in the health system that make patients and dentists difficult access to patients [23]. Additional negative predictors are older age, male gender, poorer education and poorer socioeconomic status.


      People with low risk of oral cancer are non-smokers and non-alcoholic drinkers, people under the age of 40, and those who have no oral cancer or precancerous lesions in their personal and family history and who have developed awareness of oral cancer and regularly go to dental reviews [24,25].


      Risk Factors for Oral Cancer


      Cigarette smoking


      Numerous studies have demonstrated a clear connection between oral cancer and tobacco use by smoking or chewing.


      The use of smokeless tobacco increases the risk of oral cavity cancer by 3-4 times, while smoking tobacco is even more dangerous and increases the risk by 3-17 times in relation to non-smoking, depending on the amount of cigarettes smoked. The proportion of smokers among people with oral cavity cancer is greater than 80%. This clearly shows that smokers are high-risk populations to be included in prevention and screening programs for early detection of oral cavity cancer [26].


      Alcohol


      Epidemiological studies on smokers have shown that alcohol additionally increases the risk of cancer several times, and this fact should be emphasized in anti-smoking and alcohol campaigns as well as in screening programs for early detection of oral cancer [27].


      Human papilloma virus (HPV)


      There is increasing evidence that confirms the role of HPV in the development of oral cavity cancer. Two recent meta-analyzes have found that the HPV-16 is an independent prognostic factor for oral cancer. It is believed that the proteins E6 and E7 that secretion the infected cells change the function of suppression oncogenes p53 and pRb resulting in uncontrolled DNA replication and impairment of apoptosis. The combined effect of these mechanisms leads to malignant transformation of normal epithelial cells [28-30].


      Human papilloma virus is transmitted sexually. Therefore, it is necessary to emphasize the need for changes in sexual behavior, especially the use of condoms and the avoidance of oral sex.


      Poor diet


      Nutrition poor with fresh fruits and vegetables present a significant risk for the onset of oral cancer. Studies have shown that the addition of beta-carotene or vitamin A to the diet reduces the risk of premature and malignant changes in the oral cavity [31].


      Ultraviolet (UV) radiation


      UV radiation is the main cause of oral cancer, which accounts for 30% of the total number of cases of oral cavity cancer. High incidence of oral cancer is present in white, especially male smokers exposed to the sun during outdoor work. Cancer occurs more often on the lower lip, and can be preceded by actin heliitis for years [32].


      Hygiene of the oral cavity and chronic inflammation


      It has been proven that some bacteria and fungi in the oral cavity can convert alcohol into acetaldehyde that is known to be carcinogenic and thus trigger the onset of malignant changes. Some evidence of the negative role of mouthwash in alcohol-based preparations is also supported [33].


      Clinical Picture


      Oral cancer at an early stage does not cause any problems and symptoms begin only in advanced stages of the disease. In the initial stages of oral cancer, the cavity is manifested as erythroplakia, a red-colored lesion or red-and-white, sharply limited by surrounding tissue. Over time, there is the development of ulcers with elevated edges. Oral cancer can also have an exophytic form, and then it is manifested by a mass that fills the oral cavity.


      It usually occurs at the edges of the tongue, the floor of the mouth cavity, the retromolar region, but also on the other parts of the oral cavity can be appear [34-37].


      The most common discomfort that patients come to the doctor is discomfort and burning in the mouth. It can also cause difficulty and painful swallowing, difficulty speaking, swinging of the teeth, bleeding from the oral cavity, and ear pain. Rarely, the first sign of cavity of the oral cavity may be the appearance of one or more nodes on the neck. In over 50% of patients diagnosed, the disease is in an advanced stage.


      Carcinoma of the oral cavity is most often metastasized to the cervical lymph nodes, while distant metastases are rare. The most affected are this nodes: submandibular, digastric and upper cervical nodes located on the same side of the neck as the tumor.


      Early Detection of Oral Cancer


      Carcinoma of the oral cavity can be detected at the earliest stage by simply examining the oral mucosa. It is important to point out that these are localizations that are accessible to the naked eye examination and visible during a regular dental examination. The review is non-invasive, takes 1-1.5 minutes, does not require any special equipment and is not unpleasant for the patient.


      In addition to a better knowledge of the physiological and pathological characteristics of the oral mucous membrane, the dentist is in an ideal position to perform daily examinations for early detection of oral cavity cancer since he regularly looks at the patient's mouth in the nature of his work.


      Since oral cancer does not cause symptoms at an early stage, dentists should warn of the need for regular examination of oral mucous membranes for all patients, regardless of whether they have a patient's problems or not. This applies particularly to high-risk groups - men, smokers, over 40 who regularly consume alcohol.


      Changes in the mucous membrane of the oral cavity that are susceptible to early-stage oral cavity are [16-21]:


      • Red lesion (erythroplakia)


      • Red-white lesion (erythroleukoplakia)


      • Changing the texture of the mucous membrane - the appearance of velvety (granular) surface


      • Ulceration that does not heal more than 14 days


      In the event of such changes, it is necessary to instruct the patient for further treatment to a specialist who has experience with pathological changes in the oral mucosa (oral pathologist, oral surgeon), since other pathological changes in the oral mucous membranes can also manifest in a similar way [21]. All wounds, red, red and white or white changes in the unclear cause of the mucous membrane mucous membranes that do not complete after 2-3 weeks should be treated for the purpose of excluding the cancer. This also applies to all lumps and tissue enlargement in the oral cavity or neck. There are many more common and benign causes of such occurrences, but it is recommended to review the specialist, especially if the changes last longer than the specified time [23].


      It is important to emphasize that these changes should not be painful because oral cancer in the earlier stages usually does not cause painful symptoms, although the pain does not exclude it. Furthermore, difficulties in chewing, swallowing, sudden tooth decay, and harshness are the reasons for talking to a dentist or doctor [24].


      Some of the observed changes in the oral cavity will be diagnosed by the dentist as the so-called. potentially malignant oral lesions. These changes are not cancer, but they have a higher likelihood of transition to cancer than in normal mucous membranes. Such changes will be closely monitored and regularly monitored by a dentist, especially a specialist in oral medicine, in order to react in time. In addition to the education of patients and dentists, screening programs are very important. "The American Cancer Society" recommends conducting screening every three years in patients who have no symptoms and who are aged between 20 and 40-years-old, while they are older patients who were also symptom free should be examined every year [25]. Patients who smoke and consume alcohol are considered high-risk patients and they would should be included in the screening program every year, regardless of age. Although the visual examination is still a gold standard in the discovery of oral cancer, In recent years more and more new screening methods have been introduced. Some of these methods are florescent visualization using a device called VEL scope and which notes the changes in normal autofocusence associated with the changes which arise in the tissue of carcinogenesis, then the use of toluidine blue, markers from saliva and genetic profusion of patients [26-28].


      The worst that can be done is to leave one of the previously mentioned changes unattended. A specialist will, if indeed it is a suspected formation, take a biopsy to confirm the final diagnosis and promptly refer the patient to treatment [29].


      If the existence of pre-cancerous changes in the oral mucous membrane is established, the patient will be placed under intensive supervision involving specialist examinations 2-4 times a year [30].


      Regular controls of patients with oral precancerous can be intervened when the earliest signs of malignant transformation occur.


      Conclusion


      In spite of the advancement of medicine, оral cancer remains a malignant tumor with a high mortality rate. The reason for this was primarily enhanced by the tumor stage at the time of diagnosis. On the other hand, the oral cancer is a tumor that can be detected by a simple examination of the oral mucosa at an early stage, before it starts to cause symptoms.


      The inspection is performed with a bare eye, without the use of special equipment and takes about 1 minute. Due to the nature of their work, dentists are in the ideal position to examine their oral mucosa to all their patients and to send them to specialist treatment in case of any suspected changes. A timely diagnosis and treatment of oral cancer can significantly improve the prognosis and quality of life of these patients.
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