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Abstract

:

The aim of the present study was to investigate the association between periodontitis and chronic gastritis/peptic ulcer using a cross-sectional study design. The present prospective cohort study used epidemiological data from the Korean Genome and Epidemiology Study (KoGES) recorded from 2004 to 2016. Among 173,209 participants, 9983 with periodontitis and 125,336 with no periodontitis were selected. Histories of chronic gastritis and peptic ulcer between periodontitis and no periodontitis participants were analyzed. The participants were questioned around any history of hypertension, diabetes mellitus, hyperlipidemia, cerebral stroke, ischemic heart disease, periodontitis, body mass index, smoking, alcohol consumption, nutritional intake, and financial income. Chi-square tests, independent t-tests, two-tailed analyses were used in statistical analysis of the data. The adjusted odds ratio of chronic gastritis was 2.22 (95% confidence interval [CI] = 2.10–2.34, p < 0.001) and that of peptic ulcer was 1.86 (95% CI = 1.74–1.98, p < 0.001) in model 2. This study demonstrated that periodontitis was associated with an increased risk of chronic gastritis/peptic ulcer. These findings provide additional evidence for an association between periodontitis and chronic gastritis/peptic ulcer.
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1. Introduction


Chronic gastritis and peptic ulcer are acid-induced diseases that affect the stomach and proximal duodenum. These diseases are identified by denuded mucosa, and confirmed histologically by extension into the submucosa or muscularis propria [1]. An excessively acidic environment in combination with dietary or stress factors have been considered to induce chronic gastritis/peptic ulcer. However, the discovery of H. pylori (Helicobacter pylori) infection and the use of non-steroidal anti-inflammatory drugs (NSAIDs) have changed previous perceptions [2].



The prevalence of peptic ulcer is approximately 5 to 10%; recent studies have reported a decrease in prevalence and mortality in the high-income countries [2,3,4]. This phenomenon is most likely related to improved hygiene and a decline in H. pylori infections. The decrease in complications of chronic gastritis/peptic ulcer might also be associated with the widespread use of antisecretory medication and stricter use of NSAIDs [3,5,6]. Almost half of the global population is infected by H. pylori [7].



The pathophysiology of H. pylori infection is not completely understood. Inflammation related to H. pylori infection is thought to possibly induce hypochlorhydria or hyperchlorhydria, and this mechanism could be modulated by cytokines [8]. H. pylori can activate the H+/K+ ATPase α-subunit, stimulate calcitonin gene-related peptide (CGRP) sensory neurons linked to somatostatin, or inhibit the production of gastrin [9]. Although the occurrence of gastric ulcers is associated with hyposecretion, 10 to 15% of patients with H. pylori infection present with hypersecretion [10]. This activates the secretion of histamine, and the eradication of H. pylori leads to a decrease in gastrin mRNA expression and an increase in somatostatin mRNA expression [11]. Other pathogenetic factors could possibly include ischemia, metabolic disturbances, systemic disease, viruses, histamine, radiotherapy, eosinophilic, and basophilia infiltration [12].



Periodontal disease involves inflammation and destruction of periodontal tissue, including alveolar bone, periodontal ligament, and gingival tissue by oral bacteria. Periodontal disease is the sixth most prevalent human disease [13]. Epidemiological studies have reported that the prevalence of severe periodontitis ranges from 1% among younger individuals to 39% among individuals over 65 years of age [14,15]. The reported prevalence of periodontitis differs according to the study design and method, and it also varies markedly between countries [14,16]. Between 5% and 25% of the general population present with severe periodontitis, while moderate forms have been found in up to 60% of the general population [14,16]. The total cost of preventive and periodontal dental care in the United States (US) was calculated at $14.3 billion in 1999, with approximately $4.4 billion attributed to periodontal treatment [17].



Previous studies have suggested that an association between periodontal disease and systemic diseases, including pulmonary disease, cardiovascular disease, and diabetes mellitus exits [15,18,19]. However, another study has reported that there is still no definitive evidence that treating oral disease has any clinically meaningful effect on the prevention, treatment, or outcomes of any systemic disease [20]. Associations between periodontal disease and systemic diseases are explained by inflammation or the immune response to periodontal pathogens. Periodontitis has characteristics of a pathological change due to dysbiosis within the oral microbiome [21]. The bacterial infection could affect the oral microbiome, and the complex system of the oral microbiome could, in turn, influence systemic inflammatory diseases [22]. An association between periodontal disease and chronic gastritis/peptic ulcer has been investigated in only a limited number of studies [23,24,25]. Yu H et al. demonstrated a significantly positive association between peptic ulcer and periodontal disease in Taiwan [25]. Boylan et al. reported that periodontal disease was linked to an increased risk of gastric and duodenal ulcer [24], while Umeda et al. suggested that patients with periodontitis who harbor H. pylori in the oral cavity should be closely monitored [23]. However, these previous studies did not adjust for various confounding factors including hypertension, diabetes mellitus, hyperlipidemia, cerebral stroke, ischemic heart disease, obesity, financial income, smoking, alcohol consumption, nutritional intake, chronic gastritis, and peptic ulcer.



The aim of this study was to investigate the association between periodontitis and chronic gastritis/peptic ulcer using a cross-sectional study design and the KoGES HEXA (Korean Genome and Epidemiology Study Health Examinee) data.




2. Materials and Methods


2.1. Study Population and Data Collection


The ethics committee of Hallym University (2019-02-020) approved the use of the KoGES HEXA data. KoGES was undertaken between 2004 and 2016. A detailed description of this data was provided in a previous study [26]. As mentioned, among the KoGES Consortium, the HEXA data were singled out for use in the present prospective cohort study. This data was derived from urban residents ≥40 years of age. It consisted of baseline data recorded from 2004–2013, and follow-up data from 2012–2016. A cross-sectional study using data from the prospective cohort study was conducted.



The requirement for written informed consent was waived by the Institutional Review Board.




2.2. Participant Selection


From a total of 173,209 participants, those who lacked information concerning height or weight (n = 698), smoking history (n = 494), alcohol consumption (n = 1463), nutrition (n = 1994), experience of chronic gastritis or peptic ulcer (n = 5945), and periodontal status (n = 27,296) were excluded. Many participants were excluded as a history of chronic gastritis/peptic ulcer and periodontitis were not surveyed in 2004 and from 2004–2006, respectively. Finally, 9983 participants with periodontitis, and 125,336 without periodontitis (no periodontitis group) were selected (Figure 1). Following selection, the participants’ histories of chronic gastritis and peptic ulcer were analyzed.




2.3. Survey


The participants were asked about any history of periodontitis, chronic gastritis, and peptic ulcer by trained interviewers. The questions were structured as follows “Have you ever had a diagnosis of periodontitis?”; “Do you have any history of chronic gastritis?”; and “Do you have any history of peptic ulcer?”. All questions required yes or no answers and responses were confirmed by dentists and medical doctors BMI (body mass index) was calculated by dividing the participant’s weight in kilograms by height in meters squared (kg/m2), using the health checkup data. Smoking histories were categorized as non-smoker (<100 cigarettes over the lifetime), past smoker (quit for longer than one preceding year), and current smoker. Likewise, histories of alcohol consumption were categorized as non-drinker, past drinker, and current drinker. Nutritional intake (total calories (kcal/day), protein (g/day), fat (g/day), and carbohydrate (g/day)) was surveyed using a food-frequency questionnaire, validated by a previous study [27]. Income groups were classed as no-response, low income (<~$2000), middle income (~$2000–$3999), and high income (~≥$4000) relative to monthly household income.




2.4. Statistical Analyses


Chi-square tests were used to compare the relationships between sex, income group, smoking, alcohol consumption, chronic gastritis, and peptic ulcer, while independent t-tests were used to compare age, BMI, and nutritional intake.



To analyze the OR (odds ratio) of chronic gastritis and peptic ulcer for periodontitis, crude, model 1 (adjusted for age, sex, BMI, smoking, alcohol consumption, and nutritional intake), and model 2 (model 1 plus chronic gastritis/peptic ulcer) were calculated.



In the subgroup analyses according to age, the median age (<53 years, and ≥53 years old) was selected as the dividing point.



Two-tailed analyses were conducted, and P values less than 0.05 were considered significant.



The data were statistically analyzed using SPSS v. 24.0 (IBM, Armonk, NY, USA).





3. Results


The general characteristics of the participants differed between the periodontitis and no periodontitis groups (Table 1).



The AOR (adjusted ORs) of chronic gastritis was calculated as 2.22 (95% CI (confidence interval) = 2.10–2.34, p < 0.001), and that of peptic ulcer 1.86 (95% CI = 1.74–1.98, p < 0.001) in model 2 (Table 2).



In the subgroup analyses according to age and sex, the results were consistent (Table 3). The AOR of chronic gastritis was 1.97 (95% CI = 1.66–2.33) < 53 years of age for men; 2.24 (95% CI = 2.02–2.48) < 53 years of age for women; 2.12 (95% CI = 1.89–2.38) ≥ 53 years of age for men; 2.28 (95% CI = 2.10–2.48) ≥ 53 years of age for women. The AOR of peptic ulcer was 1.67 (95% CI = 1.41–1.99) < 53 years of age for men; 1.88 (95% CI = 1.64–2.16) < 53 years of age for women; 1.93 (95% CI = 1.71–2.17) ≥ 53 years of age for men; 1.84 (95% CI = 1.64–2.05) ≥ 53 years of age for women.




4. Discussion


Despite the reliability of previous studies, the clinical association between periodontitis and chronic gastritis/peptic ulcer has not been evaluated in detail [14,28,29]. For these reasons, the present study was conceived to determine whether periodontitis significantly influenced the likelihood of a diagnosis or severity of chronic gastritis/peptic ulcer. This study demonstrated a significant association between periodontitis and chronic gastritis/peptic ulcer in all ages and sex groups when using the KoGES HEXA data. This result corresponded with those reported by previous studies.



The association between periodontitis and gastric ulcer can be divided into two types according to H. pylori-related and non-H. pylori-related situations. The association between periodontitis and H. pylori-related chronic gastritis/peptic ulcer can be explained as a gastric infection arising from the intraoral area. However, the transmission pathway of H. pylori is not completely understood. It is possible that the intraoral area provides a pathway of infection of H. pylori to the stomach and duodenum, and, for example, during gastroscopy, the gastroscope could contact and damage the gastric or duodenal mucosa increasing the risk of H. pylori transmission from the intraoral area to the rest of the digestive tract [23]. In this case, the intraoral area would act as the reservoir of H. pylori. Therefore, it follows that elimination of H. pylori from the oral cavity would be essential to inhibit transmission to the other digestive organs. Previous studies have demonstrated that H. pylori in dental plaque might be a possible risk factor for gastric infection [29,30,31,32], while others have investigated the effects of periodontal treatment on H. pylori infection in the intraoral and gastric areas [28,33]. Individuals who received treatment for H. pylori infection and periodontitis presented with increased rates of H. pylori eradication when compared to those who received treatment for H. pylori alone [31,33]. A meta-analysis also proposed that periodontal treatment could improve the outcomes of H. pylori treatment [28].



The association between periodontitis and gastritis/peptic ulcer may also be explained by a mechanism unrelated to H. pylori infection. It is likely that periodontitis is related to systemic inflammation [34]. Some studies have identified an increased level of plasma C-reactive protein in persons with periodontal disease [35,36,37], while others have linked periodontal disease with chronic inflammation, such as cardiovascular disease and cancers of the kidney, pancreas, and lung [18,38,39]. Based on these studies, it appears that periodontal disease may be associated with a systemic inflammation that predisposes an individual to peptic ulceration [24].



The major strength of the present study was the large sample size. The HEXA data identified a large number of participants with periodontal disease and a chronic gastritis/peptic ulcer diagnosis. In addition, potential confounders, particularly hypertension, diabetes mellitus, hyperlipidemia, cerebral stroke, ischemic heart disease, BMI, financial income, smoking, alcohol consumption, nutritional intake, chronic gastritis, and peptic ulcer were adjusted to reduce the surveillance bias (Table 1). This minimized the influence from systemic factors. Similarly, Model 2, in Table 2, was designed to exclude the mutual influence of chronic gastritis and peptic ulcer.



There are a few limitations of the present study. First, information was extracted from self-reported questionnaires. Therefore, the data could be inaccurate. Second, there are various types of periodontitis, and the severity and extent of periodontitis could be different in participants. Hence the term “periodontitis” could be too simplistic for one single pathology definition. Third, the population of this study comprised predominantly Asian and Korean participants, which may limit the generalizability of the findings to other nationalities [24]. Fourth, confounding factors for periodontitis and chronic gastritis/peptic ulcer could be residual. Fifth, the influence of aspirin and NSAID use was not ruled out. Since aspirin and NSAIDs are readily available without a prescription, it was impossible to check the exact frequency and magnitude of use by participants. A pathophysiological association between periodontitis and gastritis/peptic ulcer, in the presence or absence of an H. pylori infection, could not be confirmed by this study. Future research into the pathophysiological relationship between the two conditions is required [20].




5. Conclusions


In conclusion, this study demonstrated that periodontitis was associated with an increased risk of chronic gastritis/peptic ulcer. These findings provide additional support for an association between chronic inflammation, dissemination of H. pylori, and ulceration of the digestive tract. Further research is needed with respect to the factors that reduce the risk of periodontitis and chronic gastritis/peptic ulcer.







Author Contributions


Conceptualization, S.H.B. and S.J.H.; Data curation, C.M. and H.G.C.; Formal analysis, S.H.B.; Funding acquisition, H.G.C. and D.H.K.; Investigation, S.H.B. and H.G.C.; Methodology, C.M.; Project administration, H.G.C.; Resources, S.H.B., C.M., and S.J.H.; Supervision, S.H.B., H.G.C., and D.H.K.; Validation, C.M.; Visualization, S.H.B.; Writing—original draft, S.H.B. and D.H.K.; Writing—review and editing, S.H.B. and D.H.K. All authors have read and agreed to the published version of the manuscript.




Funding


This work was supported in part by a research grant (NRF-2018-R1D1A1A0-2085328) from the National Research Foundation (NRF) of Korea, and Hallym University Research Fund (HURF). This research was supported by the National Research Foundation of Korea (NRF) grant funded by the Korea government (MSIT) (No. 2017R1C1B5076558).




Conflicts of Interest


The authors declare no potential conflicts of interest with respect to the authorship and/or publication of this article.




References


	



Narayanan, M.; Reddy, K.M.; Marsicano, E. Peptic Ulcer Disease and Helicobacter pylori infection. Mo. Med. 2018, 115, 219–224. [Google Scholar] [PubMed]

	



Lanas, A.; Chan, F.K.L. Peptic ulcer disease. Lancet 2017, 390, 613–624. [Google Scholar] [CrossRef]

	



Lanas, A.; Garcia-Rodriguez, L.A.; Polo-Tomas, M.; Ponce, M.; Quintero, E.; Perez-Aisa, M.A.; Gisbert, J.P.; Bujanda, L.; Castro, M.; Munoz, M.; et al. The changing face of hospitalisation due to gastrointestinal bleeding and perforation. Aliment. Pharmacol. Ther. 2011, 33, 585–591. [Google Scholar] [CrossRef] [PubMed]

	



Sonnenberg, A. Review article: Historic changes of Helicobacter pylori-associated diseases. Aliment. Pharmacol. Ther. 2013, 38, 329–342. [Google Scholar] [CrossRef] [PubMed]

	



Malmi, H.; Kautiainen, H.; Virta, L.J.; Farkkila, N.; Koskenpato, J.; Farkkila, M.A. Incidence and complications of peptic ulcer disease requiring hospitalisation have markedly decreased in Finland. Aliment. Pharmacol. Ther. 2014, 39, 496–506. [Google Scholar] [CrossRef]

	



Lanas, A. We Are Using Too Many PPIs, and We Need to Stop: A European Perspective. Am. J. Gastroenterol. 2016, 111, 1085–1086. [Google Scholar] [CrossRef]

	



Siddique, O.; Ovalle, A.; Siddique, A.S.; Moss, S.F. Helicobacter pylori Infection: An Update for the Internist in the Age of Increasing Global Antibiotic Resistance. Am. J. Med. 2018, 131, 473–479. [Google Scholar] [CrossRef]

	



Meyer-Rosberg, K.; Scott, D.R.; Rex, D.; Melchers, K.; Sachs, G. The effect of environmental pH on the proton motive force of Helicobacter pylori. Gastroenterology 1996, 111, 886–900. [Google Scholar] [CrossRef]

	



Zaki, M.; Coudron, P.E.; McCuen, R.W.; Harrington, L.; Chu, S.; Schubert, M.L. H. pylori acutely inhibits gastric secretion by activating CGRP sensory neurons coupled to stimulation of somatostatin and inhibition of histamine secretion. Am. J. Physiol. Gastrointest. Liver Physiol. 2013, 304, G715–G722. [Google Scholar] [CrossRef]

	



El-Omar, E.M.; Oien, K.; El-Nujumi, A.; Gillen, D.; Wirz, A.; Dahill, S.; Williams, C.; Ardill, J.E.; McColl, K.E. Helicobacter pylori infection and chronic gastric acid hyposecretion. Gastroenterology 1997, 113, 15–24. [Google Scholar] [CrossRef]

	



Moss, S.F.; Legon, S.; Bishop, A.E.; Polak, J.M.; Calam, J. Effect of Helicobacter pylori on gastric somatostatin in duodenal ulcer disease. Lancet 1992, 340, 930–932. [Google Scholar] [CrossRef]

	



McColl, K.E. Helicobacter pylori-negative nonsteroidal anti-inflammatory drug-negative ulcer. Gastroenterol. Clin. North. Am. 2009, 38, 353–361. [Google Scholar] [CrossRef] [PubMed]

	



Kassebaum, N.J.; Smith, A.G.C.; Bernabe, E.; Fleming, T.D.; Reynolds, A.E.; Vos, T.; Murray, C.J.L.; Marcenes, W.; Collaborators, G.B.D.O.H. Global, Regional, and National Prevalence, Incidence, and Disability-Adjusted Life Years for Oral Conditions for 195 Countries, 1990-2015: A Systematic Analysis for the Global Burden of Diseases, Injuries, and Risk Factors. J. Dent. Res. 2017, 96, 380–387. [Google Scholar] [CrossRef] [PubMed]

	



Demmer, R.T.; Papapanou, P.N. Epidemiologic patterns of chronic and aggressive periodontitis. Periodontol. 2000 2010, 53, 28–44. [Google Scholar] [CrossRef]

	



Chung, J.H.; Hwang, H.J.; Kim, S.H.; Kim, T.H. Associations Between Periodontitis and Chronic Obstructive Pulmonary Disease: The 2010 to 2012 Korean National Health and Nutrition Examination Survey. J. Periodontol. 2016, 87, 864–871. [Google Scholar] [CrossRef]

	



Konig, J.; Holtfreter, B.; Kocher, T. Periodontal health in Europe: Future trends based on treatment needs and the provision of periodontal services--position paper 1. Eur J. Dent. Educ. 2010, 14 Suppl. 1, 4–24. [Google Scholar] [CrossRef]

	



Dye, B.A.; Tan, S.; Smith, V.; Lewis, B.G.; Barker, L.K.; Thornton-Evans, G.; Eke, P.I.; Beltran-Aguilar, E.D.; Horowitz, A.M.; Li, C.H. Trends in oral health status: United States, 1988–1994 and 1999–2004. Vital Health Stat. 11 2007, 1–92. [Google Scholar]

	



Joshipura, K.J.; Wand, H.C.; Merchant, A.T.; Rimm, E.B. Periodontal disease and biomarkers related to cardiovascular disease. J. Dent. Res. 2004, 83, 151–155. [Google Scholar] [CrossRef]

	



Singh, M.; Bains, V.K.; Jhingran, R.; Srivastava, R.; Madan, R.; Maurya, S.C.; Rizvi, I. Prevalence of Periodontal Disease in Type 2 Diabetes Mellitus Patients: A Cross-sectional Study. Contemp. Clin. Dent. 2019, 10, 349–357. [Google Scholar] [CrossRef]

	



Pihlstrom, B.L.; Hodges, J.S.; Michalowicz, B.; Wohlfahrt, J.C.; Garcia, R.I. Promoting oral health care because of its possible effect on systemic disease is premature and may be misleading. J. Am. Dent. Assoc. 2018, 149, 401–403. [Google Scholar] [CrossRef]

	



Hajishengallis, G. Immunomicrobial pathogenesis of periodontitis: Keystones, pathobionts, and host response. Trends Immunol. 2014, 35, 3–11. [Google Scholar] [CrossRef] [PubMed]

	



Schulz, S.; Schlitt, A.; Hofmann, B.; Schaller, H.G.; Reichert, S. Periodontal pathogens and their role in cardiovascular outcome. J. Clin. Periodontol. 2020, 47, 173–181. [Google Scholar] [CrossRef] [PubMed]

	



Umeda, M.; Kobayashi, H.; Takeuchi, Y.; Hayashi, J.; Morotome-Hayashi, Y.; Yano, K.; Aoki, A.; Ohkusa, T.; Ishikawa, I. High prevalence of Helicobacter pylori detected by PCR in the oral cavities of periodontitis patients. J. Periodontol. 2003, 74, 129–134. [Google Scholar] [CrossRef] [PubMed]

	



Boylan, M.R.; Khalili, H.; Huang, E.S.; Michaud, D.S.; Izard, J.; Joshipura, K.J.; Chan, A.T. A prospective study of periodontal disease and risk of gastric and duodenal ulcer in male health professionals. Clin. Transl. Gastroenterol. 2014, 5, e49. [Google Scholar] [CrossRef]

	



Yu, H.C.; Chen, T.P.; Wei, C.Y.; Chang, Y.C. Association between Peptic Ulcer Disease and Periodontitis: A Nationwide Population-Based Case-Control Study in Taiwan. Int. J. Environ. Res. Public Health 2018, 15, 912. [Google Scholar] [CrossRef]

	



Kim, Y.; Han, B.G.; Ko, G.E.S.g. Cohort Profile: The Korean Genome and Epidemiology Study (KoGES) Consortium. Int. J. Epidemiol. 2017, 46, 1350. [Google Scholar] [CrossRef]

	



Ahn, Y.; Kwon, E.; Shim, J.E.; Park, M.K.; Joo, Y.; Kimm, K.; Park, C.; Kim, D.H. Validation and reproducibility of food frequency questionnaire for Korean genome epidemiologic study. Eur. J. Clin. Nutr. 2007, 61, 1435–1441. [Google Scholar] [CrossRef]

	



Bouziane, A.; Ahid, S.; Abouqal, R.; Ennibi, O. Effect of periodontal therapy on prevention of gastric Helicobacter pylori recurrence: A systematic review and meta-analysis. J. Clin. Periodontol. 2012, 39, 1166–1173. [Google Scholar] [CrossRef]

	



Al Asqah, M.; Al Hamoudi, N.; Anil, S.; Al Jebreen, A.; Al-Hamoudi, W.K. Is the presence of Helicobacter pylori in dental plaque of patients with chronic periodontitis a risk factor for gastric infection? Can. J. Gastroenterol. 2009, 23, 177–179. [Google Scholar] [CrossRef]

	



Namiot, D.B.; Leszczynska, K.; Namiot, Z.; Chilewicz, M.; Bucki, R.; Kemona, A. The occurrence of Helicobacter pylori antigens in dental plaque; an association with oral health status and oral hygiene practices. Adv. Med. Sci. 2010, 55, 167–171. [Google Scholar] [CrossRef]

	



Gao, J.; Li, Y.; Wang, Q.; Qi, C.; Zhu, S. Correlation between distribution of Helicobacter pylori in oral cavity and chronic stomach conditions. J. Huazhong Univ. Sci. Technolog. Med. Sci. 2011, 31, 409–412. [Google Scholar] [CrossRef] [PubMed]

	



Butt, A.K.; Khan, A.A.; Khan, A.A.; Izhar, M.; Alam, A.; Shah, S.W.; Shafqat, F. Correlation of Helicobacter pylori in dental plaque and gastric mucosa of dyspeptic patients. J. Pak. Med. Assoc. 2002, 52, 196–200. [Google Scholar] [PubMed]

	



Zaric, S.; Bojic, B.; Jankovic, L.; Dapcevic, B.; Popovic, B.; Cakic, S.; Milasin, J. Periodontal therapy improves gastric Helicobacter pylori eradication. J. Dent. Res. 2009, 88, 946–950. [Google Scholar] [CrossRef] [PubMed]

	



Schenkein, H.A.; Loos, B.G. Inflammatory mechanisms linking periodontal diseases to cardiovascular diseases. J. Periodontol. 2013, 84, S51–S69. [Google Scholar] [CrossRef]

	



Loos, B.G.; Craandijk, J.; Hoek, F.J.; Wertheim-van Dillen, P.M.; van der Velden, U. Elevation of systemic markers related to cardiovascular diseases in the peripheral blood of periodontitis patients. J. Periodontol. 2000, 71, 1528–1534. [Google Scholar] [CrossRef]

	



Kanaparthy, R.; Kanaparthy, A.; Mahendra, M. C-reactive protein as a marker of periodontal disease. Gen. Dent. 2012, 60, e1–e5. [Google Scholar]

	



Ebersole, J.L.; Machen, R.L.; Steffen, M.J.; Willmann, D.E. Systemic acute-phase reactants, C-reactive protein and haptoglobin, in adult periodontitis. Clin. Exp. Immunol. 1997, 107, 347–352. [Google Scholar] [CrossRef]

	



Michaud, D.S.; Joshipura, K.; Giovannucci, E.; Fuchs, C.S. A prospective study of periodontal disease and pancreatic cancer in US male health professionals. J. Natl. Cancer. Inst. 2007, 99, 171–175. [Google Scholar] [CrossRef]

	



Michaud, D.S.; Liu, Y.; Meyer, M.; Giovannucci, E.; Joshipura, K. Periodontal disease, tooth loss, and cancer risk in male health professionals: A prospective cohort study. Lancet. Oncol. 2008, 9, 550–558. [Google Scholar] [CrossRef]








[image: Ijerph 17 04387 g001 550] 





Figure 1. A schematic illustration of the participant selection process. Of a total of 173,209 participants, 9983 participants with periodontitis and 125,336 with no periodontitis were selected. 
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Table 1. General characteristics of participants.
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Characteristics

	
Total Participants

	
p-Value




	

	
Periodontitis

	
No Periodontitis

	






	
Age (mean, SD, y)

	
54.8 (7.9)

	
53.0 (8.3)

	
<0.001 *




	
Sex (n, %)

	

	

	
<0.001 *




	
Men

	
3852 (38.6)

	
43,410 (34.6)

	




	
Women

	
6131 (61.4)

	
81,926 (65.4)

	




	
BMI (mean, SD, kg/m2)

	
24.0 (2.9)

	
23.9 (2.9)

	
<0.001 *




	
Income (n, %)

	

	

	
<0.001 *




	
Missing, no response

	
766 (7.7)

	
10,856 (8.7)

	




	
Lowest

	
3441 (34.5)

	
35,593 (28.4)

	




	
Middle

	
3679 (36.9)

	
49,428 (39.4)

	




	
Highest

	
2097 (21.0)

	
29,459 (23.5)

	




	
Smoking status (n, %)

	

	

	
<0.001 *




	
Nonsmoker

	
6697 (67.1)

	
91,133 (72.7)

	




	
Past smoker

	
1796 (18.0)

	
18,593 (14.8)

	




	
Current smoker

	
1490 (14.9)

	
15,610 (12.5)

	




	
Alcohol consumption (n, %)

	

	

	
<0.001 *




	
Non drinker

	
4792 (48.0)

	
64,045 (51.1)

	




	
Past drinker

	
479 (4.8)

	
4536 (3.6)

	




	
Current drinker

	
4712 (47.2)

	
56,755 (45.3)

	




	
Nutritional intake (mean, SD)

	

	

	




	
Total calories (kcal/d)

	
1760.1 (580.0)

	
1749.4 (569.3)

	
0.071




	
Protein (g/d)

	
58.9 (26.6)

	
59.8 (26.4)

	
0.002 *




	
Fat (g/d)

	
27.5 (18.5)

	
28.3 (18.2)

	
<0.001 *




	
Carbohydrate (g/d)

	
315.0 (95.2)

	
309.8 (92.8)

	
<0.001 *




	
Chronic gastritis

	
2062 (20.7)

	
12,393 (9.9)

	
<0.001 *




	
Peptic ulcer

	
1262 (12.6)

	
7724 (6.2)

	
<0.001 *








d: day; * Independent t-test or Chi-square test. Significant at p < 0.05.













[image: Table] 





Table 2. Crude and adjusted odds ratios (95% confidence interval) of chronic gastritis and peptic ulcer for periodontitis.






Table 2. Crude and adjusted odds ratios (95% confidence interval) of chronic gastritis and peptic ulcer for periodontitis.





	
Characteristics

	
Odds Ratios for Periodontitis




	

	
Crude †

	
p-Value

	
Model 1 †

	
p-Value

	
Model 2 ‡

	
p-Value






	
Total participants (n = 134,855)




	
Chronic gastritis

	
2.37 (2.25–2.50)

	
<0.001 *

	
2.35 (2.23–2.48)

	
<0.001 *

	
2.22 a (2.10–2.34)

	
<0.001 *




	
Peptic ulcer

	
2.20 (2.07–2.35)

	
<0.001 *

	
2.08 (1.95–2.22)

	
<0.001 *

	
1.86 b (1.74–1.98)

	
<0.001 *








* Logistic regression model, Significant at p < 0.05; † Model 1 was adjusted for age, sex, BMI, smoking, alcohol consumption, and nutritional intake; ‡ Model 2 was adjusted as for Model 1 plus peptic ulcer a or chronic gastritis b to control for the mutual influence of chronic gastritis and peptic ulcer, respectively.
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Table 3. Crude and adjusted odds ratios (95% confidence interval) of chronic gastritis and peptic ulcer for periodontitis according to age and sex.






Table 3. Crude and adjusted odds ratios (95% confidence interval) of chronic gastritis and peptic ulcer for periodontitis according to age and sex.





	
Characteristics

	
Odds Ratios for Periodontitis




	

	
Crude †

	
p-Value

	
Model 1 †

	
p-Value

	
Model 2 ‡

	
p-Value






	
Age < 53 years old, men (n = 21,513)




	
Chronic gastritis

	
2.16 (1.83–2.56)

	
<0.001 *

	
2.10 (1.77–2.48)

	
<0.001 *

	
1.97 a (1.66–2.33)

	
<0.001 *




	
Peptic ulcer

	
1.92 (1.62–2.28)

	
<0.001 *

	
1.82 (1.54–2.16)

	
<0.001 *

	
1.67 b (1.41–1.99)

	
<0.001 *




	
Age < 53 years old, women (n = 45,469)




	
Chronic gastritis

	
2.44 (2.21–2.70)

	
<0.001 *

	
2.35 (2.13–2.61)

	
<0.001 *

	
2.24 a (2.02–2.48)

	
<0.001 *




	
Peptic ulcer

	
2.34 (1.95–2.56)

	
<0.001 *

	
2.13 (1.85–2.44)

	
<0.001 *

	
1.88 b (1.64–2.16)

	
<0.001 *




	
Age ≥ 53 years old, men (n = 25,749)




	
Chronic gastritis

	
2.28 (2.03–2.55)

	
<0.001 *

	
2.29 (2.05–2.57)

	
<0.001 *

	
2.12 a (1.89–2.38)

	
<0.001 *




	
Peptic ulcer

	
2.17 (1.94–2.44)

	
<0.001 *

	
2.12 (1.89–2.38)

	
<0.001 *

	
1.93 b (1.71–2.17)

	
<0.001 *




	
Age ≥ 53 years old, women (n = 42,588)




	
Chronic gastritis

	
2.38 (2.20–2.59)

	
<0.001 *

	
2.40 (2.21–2.60)

	
<0.001 *

	
2.28 a (2.10–2.48)

	
<0.001 *




	
Peptic ulcer

	
2.09 (1.88–2.33)

	
<0.001 *

	
2.07 (1.86–2.31)

	
<0.001 *

	
1.84 b (1.64–2.05)

	
<0.001 *








* Logistic regression model, Significant at p < 0.05; † Model 1 was adjusted for age, sex, BMI, smoking, alcohol consumption, and nutritional intake; ‡ Model 2 was adjusted as for model 1 plus peptic ulcer a or chronic gastritis b to control for the mutual influence of chronic gastritis and peptic ulcer, respectively.
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