
Portland State University Portland State University 

PDXScholar PDXScholar 

Institute on Aging Publications Institute on Aging 

12-2023 

Electronic Nicotine Delivery Systems Use and Electronic Nicotine Delivery Systems Use and 

Periodontal Health—Findings from the Population Periodontal Health—Findings from the Population 

Assessment of Tobacco and Health Study Assessment of Tobacco and Health Study 

Amir Mohajeri 
Roseman University of Health Sciences 

Martin S. Lipsky 
Portland State University, mlipsky@pdx.edu 

Rachana Hegde 
Roseman University of Health Sciences 

Jody Chiang 
Roseman University of Health Sciences 

Man Hung 
Roseman University of Health Sciences 

Follow this and additional works at: https://pdxscholar.library.pdx.edu/aging_pub 

 Part of the Medicine and Health Sciences Commons 

Let us know how access to this document benefits you. 

Citation Details Citation Details 
Mohajeri, A., Lipsky, M. S., Hegde, R., Chiang, J., & Hung, M. (2023, December). Electronic Nicotine Delivery 
Systems Use and Periodontal Health—Findings from the Population Assessment of Tobacco and Health 
Study. In Healthcare (Vol. 12, No. 1, p. 25). MDPI. 

This Article is brought to you for free and open access. It has been accepted for inclusion in Institute on Aging 
Publications by an authorized administrator of PDXScholar. Please contact us if we can make this document more 
accessible: pdxscholar@pdx.edu. 

https://pdxscholar.library.pdx.edu/
https://pdxscholar.library.pdx.edu/aging_pub
https://pdxscholar.library.pdx.edu/aging
https://pdxscholar.library.pdx.edu/aging_pub?utm_source=pdxscholar.library.pdx.edu%2Faging_pub%2F141&utm_medium=PDF&utm_campaign=PDFCoverPages
https://network.bepress.com/hgg/discipline/648?utm_source=pdxscholar.library.pdx.edu%2Faging_pub%2F141&utm_medium=PDF&utm_campaign=PDFCoverPages
http://library.pdx.edu/services/pdxscholar-services/pdxscholar-feedback/?ref=https://pdxscholar.library.pdx.edu/aging_pub/141
mailto:pdxscholar@pdx.edu


Citation: Mohajeri, A.; Lipsky, M.S.;

Hegde, R.; Chiang, J.; Hung, M.

Electronic Nicotine Delivery Systems

Use and Periodontal Health—

Findings from the Population

Assessment of Tobacco and Health

Study. Healthcare 2024, 12, 25.

https://doi.org/10.3390/

healthcare12010025

Academic Editor: Saverio Capodiferro

Received: 16 November 2023

Revised: 19 December 2023

Accepted: 20 December 2023

Published: 21 December 2023

Copyright: © 2023 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

healthcare

Article

Electronic Nicotine Delivery Systems Use and Periodontal
Health—Findings from the Population Assessment of Tobacco
and Health Study
Amir Mohajeri 1,* , Martin S. Lipsky 1,2, Rachana Hegde 1, Jody Chiang 1 and Man Hung 1,3,4,5

1 College of Dental Medicine, Roseman University of Health Sciences, South Jordan, UT 84095, USA;
mlipsky@pdx.edu (M.S.L.); rhegde@roseman.edu (R.H.); jchiang698@student.roseman.edu (J.C.);
mhung@roseman.edu (M.H.)

2 Institute on Aging, Portland State University, Portland, OR 97207, USA
3 George E. Wahlen Department, Veterans Affairs Medical Center, Salt Lake City, UT 84148, USA
4 Huntsman Cancer Institute, Salt Lake City, UT 84112, USA
5 School of Medicine, University of Utah, Salt Lake City, UT 84113, USA
* Correspondence: amohajeri@roseman.edu; Tel.: +1-801-878-1439

Abstract: (1) Background: Electronic nicotine delivery systems (ENDSs) are rapidly increasing in
the U.S., however, information about their long-term risks and benefits remains limited. This study
examined the relationship between ENDS use and periodontal health among U.S. adults. (2) Methods:
Data came from 33,822 adults who participated in the 2016–2018 wave of the Population Assessment
of Tobacco and Health (PATH) study. Inclusion criteria were adults without a history of cigarette
smoking or diabetes. Logistic regression analysis was performed to estimate the associations between
ENDS use and a history of periodontal disease, with multivariable logistic regression adjusting for
factors associated with poor oral health. (3) Results: Of the study participants, 2321 were never ENDS
users, 38 were regular ENDS users, and 512 were non-regular ENDS users. Compared to never ENDS
users, regular ENDS users had higher odds of poor periodontal health including bone loss around
teeth. Regular ENDS use was also independently associated with higher odds of poor oral health
compared to non-regular ENDS users. (4) Conclusions: This study suggests an association between
ENDS use and increased risk of periodontal health issues in the United States. These findings align
with previous research linking ENDS use to poor oral health.

Keywords: ENDS use; periodontal disease; oral health; bone loss; PATH study

1. Introduction

Despite the rapid increase in the use of electronic nicotine delivery systems (ENDSs)
in the U.S. [1,2], there is scant information about their long-term health effects [3]. These
systems, classified as non-combustible, battery-powered devices, provide nicotine, flavor-
ings, and other additives to the user through an aerosol. ENDS devices marketed in the U.S.
include personal vaporizers, vape pens, hookah pens, electronic cigarettes (e-cigarettes),
e-hookahs, and e-pipes [4].

Periodontal disease is a common inflammatory condition affecting the supporting
tissues of the tooth. It is strongly linked to overall health, making it one of the top 100 causes
of disability-adjusted life years globally [5]. Moreover, untreated periodontitis is a leading
cause of tooth loss in the United States [6]. Conventional cigarette smoking increases the
risk of periodontal disease through a variety of mechanisms including impaired immunity,
direct toxicity to fibroblasts and gingival tissue, alteration in tissue oxidation gradient, al-
teration of the microbiota, heightened inflammation, and an increased rate of alveolar bone
loss [7,8]. Despite being perceived as safer and less harmful than regular cigarettes [9], e-
cigarettes and other electronic nicotine products still pose health risks [10]. Some electronic
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nicotine products produce toxin-containing aerosols, and the urine of e-cigarette users
contains harmful compounds such as tobacco-specific nitrosamines, polycyclic aromatic
hydrocarbons, and heavy metals [1]. One in vitro study found that e-cigarette vapor caused
inflammation of the gingival epithelium cells, similar to that observed in cells exposed to
conventional cigarette smoke [11].

While few studies have specifically addressed the impact of ENDS use on oral
health [4], most evidence suggests that ENDS use increases the risk of periodontal dis-
ease [12]. A systematic review showed that e-cigarette use can mitigate oral symptoms
for conventional smokers, but harmful oral health sequelae still occur as a result of us-
ing e-cigarettes [12]. One recent study found that the e-cigarette aerosol affects the oral
microbiome [12] and impairs immune function, making e-cigarette users more prone to
infection than conventional cigarette smokers or non-smokers [13]. Another study reported
that ENDS use increased the odds of being diagnosed with gum disease and alveolar bone
loss [4]. A small pilot study found that tobacco smokers who switched from smoking
conventional cigarettes to e-cigarettes experienced a significant increase in gingival inflam-
mation [14]. In contrast, one study showed improved periodontal health in smokers who
switched to e-cigarettes from conventional tobacco products [15], and in another small
study, cigarette smokers experienced more periodontal inflammation compared to those
who vaped or never smoked [3].

This study sought to explore the associations between ENDS use patterns and peri-
odontal health using a nationally representative sample of adults in the United States. We
hypothesized that ENDS use would be associated with increased odds of poor periodontal
health after controlling for the use of other tobacco products and other known risk factors.
These findings will add to the existing epidemiologic research about the impact of ENDS
use on periodontal health such as bone loss and bleeding gums, and help policymakers
and healthcare professionals understand the implications of ENDS products on health and
patient care.

2. Materials and Methods
2.1. Data Source

This study analyzed data from Wave 4 of the Population Assessment of Tobacco and
Health (PATH) survey collected between 1 December 2016 and 3 January 2018. The PATH
survey is a national longitudinal cohort study of U.S. adults (years) and youths (12 to
17 years) that examines tobacco use and associated health effects. The PATH study repre-
sents a collaboration between the National Institute on Drug Abuse (Bethesda, MD, USA),
the National Institutes of Health (Bethesda, MD, USA), the Center for Tobacco Products
(Beltsville, MD, USA), and the Food and Drug Administration (FDA, Silver Spring, MD,
USA). Scientists at the National Institutes of Health (NIH) and the Food and Drug Admin-
istration (FDA) lead the PATH study in partnership with Westat (Rockville, MD, USA).
This Maryland based research organization has expertise in survey design, questionnaire
development, data collection, and analysis [16]. The survey draws upon several sources
including items about nicotine dependence based in part on the National Epidemiological
Survey on Alcohol and Related Conditions Survey, physical health questions drawn from
the National Health and Nutrition Examination Survey, and health-related items derived
from validated screening tools such as the Global Appraisal of Individual Needs (GAIN)
and Patient Reported Outcomes Measurement Information System [17]. PATH collects
interview data through audio computer-assisted self-interviews (ACASI). Wave 1 began
in 2011, and Wave 4 represents the third follow-up wave of the Wave 1 cohort. All Wave
1 respondents stayed eligible for the Wave 4 interview if they remained residents of the U.S.
and were not incarcerated. Among the Wave 1 cohort members, 27,757 adult interviews
were completed in Wave 4. Data were also collected from 6065 adults in the replenishment
sample who were asked to participate in the PATH study for the first time. The study used
a combined total of 33,822 adults completing Wave 4 interviews. More details of the PATH
study methods, data collection, and sampling have been previously described [17].
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2.2. Inclusion/Exclusion Criteria

The study group consisted of adults participating in the Wave 4 PATH survey. Partici-
pants who smoked or had diabetes were excluded because both conditions are associated
with periodontal disease [18]. Diabetes induces periodontitis by causing an excessive
inflammatory response to the periodontal microflora [19], and cigarette smoking is esti-
mated to generate more than half of the periodontal disease cases in adults in the United
States [20]. The analysis also excluded survey responses with missing values for diabetes,
cigarette smoking, and ENDS use. Figure 1 displays a selection criteria flowchart.
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2.3. Demographic Information

Sociodemographic variables included household income, the participant’s age at the
time of the interview, race/ethnicity (Non-Hispanic white, Non-Hispanic black, Non-
Hispanic other, and Hispanic), grade level, and sex. Age was divided into groups (18–24,
25–34, 35–44, 45–54, 55–64, 65 years old or older), education into levels (less than high
school, GED, high school graduate, some college, and bachelor’s degree or advanced
degree), and annual income (less than 10,000 USD, 10,000–24,999 USD, 25,000–49,999 USD,
50,000–99,999 USD, 100,000 USD or more).

2.4. ENDS Use

Interviewers conducted in-home interviews using an ACASI method. The survey
included questions about the use of electronic nicotine products defined as e-cigarettes, vape
pens, personal vaporizers and mods, e-cigars, e-pipes, e-hookahs, and hookah pens [21].
Adults were asked if they had ever used an electronic nicotine product one or two times
(yes vs. no; defined in this study as ever ENDS users) or regularly every day or some days
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(yes vs. no; defined in this study as regular ENDS users). A composite variable consisting
of the ever-use of ENDS products and the never-use of ENDS products regularly was
defined in this study as non-regular ENDS users. For analysis, the ENDS status variable
was dummy coded, with 0 assigned to participants who answered no to “having ever used
any ENDS product”, 1 to those who reported yes to using electronic nicotine products
regularly every day or some days, and 2 to participants who answered yes to “having ever
used any ENDS product” and no to using electronic nicotine products regularly every day
or some days.

2.5. Outcome Measures

All health outcomes in the PATH study were self-reported and included gum disease,
bone loss around teeth, gum bleeding, loose teeth, and tooth extraction. The presence
of gum disease, bone loss, bleeding, and loose teeth were determined by the following
PATH survey questions: Have you ever been told by a dentist, hygienist, or other health
professional that you have gum disease? Have you ever been told by a dentist, hygienist,
or other health professional that you lost bone around your teeth? Have you ever observed
any bleeding after brushing or flossing, or due to other conditions in your mouth? Have
you ever had any teeth become loose on their own, without an injury? In all four items, the
response options were yes or no, with 1 indicating yes and 0 meaning no. Tooth loss was
assessed by having those who responded yes to tooth loss, answering the question: How
many of your permanent teeth have been removed because of tooth decay or gum disease?
The tooth loss variable was converted to a binary variable where “≥1” was assigned to
participants who reported having at least one permanent tooth removed because of tooth
decay or gum disease and “<1” for those who had never had a permanent tooth extracted
in their lifetime. Table S1 details the parts of the survey used for this study.

2.6. Covariates

PATH collected data on several risk factors associated with poor oral health. For our
analysis, we included the following risk factors: alcohol use, other tobacco use, dental visit
history, flossing, and perceptions about the health risks of smoking. The other tobacco use
variable was subcategorized as cigar use, pipe use, hookah use, snus use, smokeless tobacco
use, and dissolvable tobacco use. Participants also reported their beliefs about the health
risks of smoking using a 5-point scale where lower numbers indicate more agreement. For
analysis purposes, the responses were collapsed into a three-point scale, Agree, Disagree,
and Neither agree nor disagree, by grouping the strongly agree and agree responses under
Agree and strongly disagree and disagree grouped as Disagree. Based on the American
Academy of Periodontology’s recommendation to include daily flossing as a part of a
regular oral hygiene routine, open-ended numeric responses to flossing were categorized
into two groups: one less than seven times/week (less than daily) and the other seven or
more times/week (once daily or more) [22]. Table S1 displays the questions related to all of
these variables.

2.7. Statistical Analysis

The distribution of the participant’s demographic characteristics, oral health outcomes,
and covariates according to ENDS use patterns were calculated. Chi-square tests compared
the frequencies of nominal variables by ENDS use status (Table 1). We also tested the
association of poor oral health across covariates to select predictors for multivariable
logistic regression models. Using multivariable logistic regression analysis, we calculated
the adjusted odds ratios (OR) and 95% confidence intervals (CI) for the association between
ENDS use and poor oral health after controlling for the confounding factors identified
as significantly different (see Table 2). An assessment of overfitting risk was conducted
using cross-validation. A ratio of 80% was used for training, while 20% was used for model
evaluation. All analyses were conducted using IBM SPSS Statistics V27, with significance
set as p < 0.05.
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Table 1. Demographic and other characteristics for the total sample of Wave 4 non-cigarette smokers
and non-diabetes adults and by ENDS use status.

Total
Never

ENDS User
n = 2321

Regular
ENDS User

n = 38

Non-Regular
ENDS User

n = 512
p-Value 1

n (Percent) n (Percent) n (Percent) n (Percent)

Age group

18 to 24 years old 2428 (84.6%) 1909 (82.3%) 36 (94.7%) 483 (94.3%)

<0.001 *

25 to 34 years old 144 (5%) 123 (5.3%) 1 (2.65%) 20 (3.9%)
35 to 44 years old 105 (3.7%) 99 (4.3%) 1 (2.65%) 5 (1%)
45 to 54 years old 70 (2.4%) 68 (2.9%) 0 (0%) 2 (0.4%)
55 to 64 years old 55 (1.9%) 54 (2.3%) 0 (0%) 1 (0.2%)

65 or more years old 67 (2.3%) 66 (2.8%) 0 (0%) 1 (0.2%)

Gender

Female 1489 (51.9%) 1224 (52.7%) 10 (26.3%) 255 (49.8%)
0.003 *Male 1379 (48.1%) 1094 (47.1%) 28 (73.7%) 257 (50.2%)

Race/Ethnicity

Non-Hispanic White 1251 (44.2%) 991 (43.4%) 24 (63.2%) 236 (46.5%)

0.031 *
Non-Hispanic Black 518 (18.3%) 441 (19.3%) 5 (13.2%) 72 (14.2%)
Non-Hispanic Other 286 (10.1%) 234 (10.2%) 3 (7.9%) 49 (9.6%)

Hispanic 774 (27.4%) 617 (27%) 6 (15.8%) 151 (29.7%)

Education

Less than high school 532 (18.7%) 439 (19.1%) 7 (18.9%) 86 (16.9%)

<0.001 *
GED 73 (2.6%) 62 (2.7%) 1 (2.7%) 10 (2%)

High school graduate 1081 (38%) 844 (36.7%) 19 (51.4%) 218 (42.7%)
Some college 813 (28.5%) 640 (27.8%) 10 (27%) 163 (32%)

Bachelor’s degree or advanced degree 349 (12.3%) 316 (13.7%) 0 (0%) 33 (6.5%)

Annual income

Less than 10,000 USD 515 (20.6%) 407 (20.2%) 7 (21.2%) 101 (22.2%)

0.125
10,000 to 24,999 USD 482 (19.3%) 401 (19.9%) 2 (6.1%) 79 (17.4%)
25,000 to 49,999 USD 502 (20.1%) 403 (20%) 7 (21.2%) 92 (20.3%)
50,000 to 99,999 USD 531 (21.2%) 441 (21.9%) 7 (21.2%) 83 (18.3%)
100,000 or more USD 470 (18.8%) 361 (17.9%) 10 (30.3%) 99 (21.8%)

Alcohol history

No 616 (36%) 568 (39.4%) 6 (35.3%) 42 (16.7%)
<0.001 *Yes 1093 (64%) 873 (60.6%) 11 (64.7%) 209 (83.3%)

Other tobacco use

No 2184 (76.1%) 1933 (83.3%) 10 (26.3%) 241 (47.1%)
<0.001 *Yes 687 (23.9%) 388 (16.7%) 28 (73.7%) 271 (52.9%)

Behaviors and attitudes

Visit to the dentist 2625 (91.6%) 2107 (91%) 37 (97.4%) 481 (93.9%) 0.039 *
Interdental cleaning, ≥7 times/wk (behavior) 420 (14.7%) 359 (15.5%) 3 (7.9%) 58 (11.3%) 0.026 *

Mouth cancer in smokers (Belief) 2729 (95.1%) 2207 (95.1%) 37 (97.4%) 485 (94.7%) 0.476

Outcome Measures

Ever gum disease 85 (3%) 71 (3.1%) 2 (5.3%) 12 (2.3%) 0.482
Ever bone loss around teeth 54 (1.9%) 49 (2.1%) 2 (5.4%) 3 (0.6%) 0.020 *

Ever gum bleeding 1167 (40.7%) 923 (39.8%) 15 (39.5%) 229 (44.7%) 0.120
Ever loose teeth 187 (6.5%) 157 (6.8%) 1 (2.6%) 29 (5.7%) 0.407

Ever tooth extraction 283 (9.9%) 244 (10.6%) 2 (5.3%) 37 (7.3%) 0.048 *
1 p-value derived from the chi-square test for the comparison of variables among regular and never ENDS users.
* Difference is significant.
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Table 2. Association of risk factors with bone loss around teeth and tooth loss.

Characteristics Categories
Having Bone Loss Having Tooth Extractions

% p-Value % p-Value

Age (years)

18 to 24 years old 1.4

<0.001 *

6

<0.001 *

25 to 34 years old 2.1 19.7
35 to 44 years old 2.9 31.4
45 to 54 years old 2.9 37.7
55 to 64 years old 7.3 38.2

65 or more years old 10.4 50.8

Gender
Female 1.9

0.986
10.5

0.314Male 1.9 9.3

Race/Ethnicity

Non-Hispanic White 1.8

0.682

7.6

<0.001 *
Non-Hispanic Black 1.7 14.8
Non-Hispanic Other 2.8 10.9

Hispanic 1.8 9.1

Education

Less than high school 1.5

0.258

11.2

<0.001 *
GED 1.4 23.3

High school graduate 1.7 7.7
Some college 1.8 9.2

Bachelor’s degree or advanced degree 3.4 12.9

Annual income

Less than 10,000 USD 1.4

0.401

11.9

0.004 *
10,000 to 24,999 USD 2.7 11.5
25,000 to 49,999 USD 2.4 12.6
50,000 to 99,999 USD 1.9 7.4
100,000 or more USD 1.3 7

History of alcohol use No 2.9
0.494

14.6
0.147Yes 2.4 12.2

Other tobacco use
No 2

0.034 *
9.9

0.976Yes 2.5 10

Visit to the dentist (treatment)
No 1.2

0.465
15.5

0.002 *Yes 1.9 9.3

Interdental cleaning, ≥7 times/wk
(behavior)

No 1.8
0.417

9.2
0.001 *Yes 2.4 14.4

Mouth cancer in smokers (Belief)
Disagree 15.6

<0.001 *
34.4

<0.001 *Agree 1.6 9.5
Neither agree nor disagree 4.6 14

ENDS status
Never 2.1

0.020 *
10.6

0.048 *Regular 5.4 5.3
Non-regular 0.6 7.3

* Difference is significant.

3. Results

Of the 33,822 participants who completed the Wave 4 survey, 6576 were missing data
on cigarette smoking or diabetes status, and 24,330 had a history of cigarette smoking or
diabetes and were excluded from the analysis. An additional 23 participants were missing
data on ENDS use status, yielding a final sample of 2893 respondents for analysis (see the
flowchart in Figure 1).

Between 2016 and 2018, an estimated 80.2% of non-cigarette smoking and non-diabetes
adults in the U.S. were never ENDS users, 1.3% were regular ENDS users, and 17.7% were
non-regular ENDS users (Table 1). Approximately 3% of the study population reported
having gum disease, 2% had bone loss around teeth, 41% had gum bleeding, 7% reported
having a tooth become loose without an injury, and 10% reported having at least one
missing tooth (see Table 1).
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3.1. Main Outcome Measures

Table 2 shows the bivariate analysis of bone loss and tooth extraction. Prevalence
varied significantly by ENDS use status for bone loss around teeth and tooth loss, with 5.4%
of regular ENDS users responding yes to questions about bone and tooth loss. Only 2.1%
of never ENDS users and 0.6% of non-regular ENDS users reported bone loss around teeth.
Additionally, 10.6% of never ENDS users, 7.3% of non-regular ENDS users, and 5.3% of
regular ENDS users reported having had at least one permanent tooth removed (Table 2).

After adjusting for the factors identified in Table 2 as being significantly associated
with bone loss around teeth and tooth loss, regular ENDS users were almost five times
more likely than never ENDS users to experience bone loss (OR = 4.82, 95% CI = 1.04 to
22.35) (see Table 3). Furthermore, ENDS use showed a dose–response for bone loss, with
the likelihood of bone loss being almost 13 times greater in regular ENDS users (OR = 12.2,
95% CI = 1.94 to 76.37) compared to never-ENDS users (Table 4) and more than twice the
risk of the non-regular user. The likelihood of having tooth loss did not differ significantly
between regular ENDS users and never ENDS users or non-regular ENDS users. To assess
overfitting in our models, we performed cross-validation. For 20% and 80% of the sample,
we found that the correlations between the outcomes and predicted models were small and
insignificant, indicating a low risk of overfitting.

Table 3. Multivariable logistic regression of risk factors associated with bone loss around teeth and
tooth loss.

Characteristics Categories
Having Bone Loss Having Tooth Extractions

OR (95% CI) p-Value OR (95% CI) p-Value

Age (years)

18 to 24 years old Reference Reference
25 to 34 years old 1.64 (0.48–5.61) 0.43 4.34 (2.53–7.43) * <0.001
35 to 44 years old 1.30 (0.37–4.62) 0.68 9.26 (5.42–15.84) * <0.001
45 to 54 years old 1.81 (0.42–7.85) 0.43 10.28 (5.41–19.55) * <0.001
55 to 64 years old 4.79 (1.59–14.47) * 0.005 12.71 (6.64–24.30) * <0.001

65 or more years old 7.10 (2.96–17.05) * <0.001 17.38 (9.29–32.52) * <0.001

Gender
Female

N/A N/AMale

Race/Ethnicity

Non-Hispanic White

N/A

0.86 (0.58–1.28) 0.449
Non-Hispanic Black 1.32 (0.87–1.99) 0.186
Non-Hispanic Other 1.53 (0.91–2.57) 0.108

Hispanic Reference

Education

Less than high school

N/A

Reference
GED 1.65 (0.79–3.45) 0.182

High school graduate 0.75 (0.49–1.15) 0.180
Some college 0.84 (0.54–1.31) 0.437

Bachelor’s degree or
advanced degree 0.55 (0.32–0.96) * 0.034

Annual income

Less than 10,000 USD

N/A

Reference
10,000 to 24,999 USD 0.73 (0.47–1.13) 0.156
25,000 to 49,999 USD 0.89 (0.58–1.37) 0.607
50,000 to 99,999 USD 0.42 (0.26–0.68) * <0.001
100,000 or more USD 0.43 (0.25–0.73) * 0.002

History of alcohol use No
N/A N/AYes

Other tobacco use
No Reference

0.38 N/AYes 0.71 (0.33–1.53)

Visit to the dentist (treatment)
No

N/A
Reference

0.345Yes 0.79 (0.49–1.29)
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Table 3. Cont.

Characteristics Categories
Having Bone Loss Having Tooth Extractions

OR (95% CI) p-Value OR (95% CI) p-Value

Interdental cleaning,
≥7 times/wk (behavior)

No
N/A

Reference
0.298Yes 1.22 (0.84–1.78)

Mouth cancer in smokers
(Belief)

Disagree Reference Reference
Agree 0.09 (0.03–0.26) * <0.001 0.39 (0.15–1.01) 0.053

Neither agree nor disagree 0.26 (0.07–1.04) 0.056 0.45 (0.14–1.43) 0.176

ENDS status
Never Reference Reference

Regular 4.82 (1.04–22.35) * 0.045 0.89 (0.19–4.07) 0.89
Non-regular 0.39 (0.117–1.34) 0.135 1.12 (0.74–1.69) 0.58

N/A: Variables were not included in the multivariate models because they were non-significant in the bivariate
analyses. * Statistically significant results.

Table 4. The association between ENDS status and poor oral health considering non-regular ENDS
users as a reference group.

Characteristics Categories
Having Bone Loss Having Tooth Extractions

OR (95% CI) p-Value OR (95% CI) p-Value

ENDS status
Never 2.53 (0.75–8.52) 0.135 0.89 (0.59–1.35) 0.58

Regular 12.2 (1.94–76.37) * 0.008 0.80 (0.17–3.75) 0.777
Non-regular Reference Reference

* Statistically significant results.

3.2. Secondary Outcomes

Significant differences were observed among regular, non-regular, and never ENDS
users with ENDS more likely to be younger (age < 24 years) (p < 0.001), non-Hispanic
white (p < 0.001), less educated (p < 0.001), and reporting more alcohol use (p < 0.001)
(Table 1). The vast majority of all respondents reported receiving some dental treatment,
with regular ENDS users (97.4%) reporting the highest percentage, followed by non-regular
ENDS users (93.9%) and never ENDS users (91%). Regular ENDS users (7.9%) reported
the lowest prevalence of daily flossing, while 11.3% of non-regular ENDS users and 15.5%
of never-ENDS users reported flossing daily (Table 1). Participants aged 65 years old and
older (10.4%) and those who did not believe smoking caused mouth cancer (15.6%) were
significantly more likely to experience bone loss (Table 2). Bone loss around teeth was
also significantly more common among those with a history of other tobacco use (2.5%).
People with other non-Hispanic backgrounds, a bachelor’s or advanced degree, people
with an annual income of 10,000 to 24,999 USD, without an alcohol abuse history, and those
who visited the dentist and had a higher prevalence of bone loss, but these differences
did not achieve statistical significance. Table 2 also shows the outcome of the bivariate
analysis for tooth loss. Tooth loss was significantly more common among participants
aged 65 years old and older (50.8%), non-Hispanic black (14.8%), participants with less
education (GED) (23.3%), those earning between 25,000 and 49,999 USD per year (12.6%),
those with adequate oral hygiene practices (14.4%) (flossing once a day or more), those who
did not visit the dentist (15.5%), and those who did not believe smoking could cause mouth
cancer (34.4%). A higher prevalence of tooth loss was observed among men, those without
alcohol abuse histories, and those with other tobacco histories, but these differences were
not significant (Table 2).

4. Discussion

Poor oral health is a significant health concern because it influences the person’s
health and quality of life [23]. There was a 40% increase in the number of people with
untreated oral disease between 1990 and 2015, affecting an estimated 3.5 billion individuals
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worldwide [24]. This increase in disease burden has sparked the interest of policymak-
ers, and oral health is now being recognized as a controllable priority for global public
health improvement.

Although ENDS products are thought to be a safer alternative to traditional cigarette
smoking [25], the statistical data show an exponential rise in ENDS use among young adults,
and nicotine content in the majority of ENDS products can have negative consequences
for oral health [13,26]. However, due to the lack of randomized controlled trials, a causal
connection between ENDS use and detrimental effects on oral health cannot be firmly
established [25]. In addition, surprisingly few studies have characterized ENDS-related
oral health outcomes [25]. This study examined the influence of different ENDS use patterns
on periodontal diseases in the United States adult population.

When placed alongside other emerging evidence from epidemiological and experi-
mental studies, the study findings suggest that ENDS use is a risk indicator for periodontal
disease in the United States [3,27].

Our findings for regular ENDS users compared to non-regular ENDS users are par-
ticularly interesting. Those who used ENDS products regularly every day or some days
were almost 13 times more likely than non-regular ENDS users to have bone loss. However,
the odds of bone loss for non-regular ENDS users were statistically indistinguishable from
never ENDS users. Similarly, Atuegwu and colleagues [4] found the odds of having gum
disease, bone loss, and any periodontal disease were 1.76, 1.67, and 1.58, respectively, for
longitudinal ENDS users compared to never ENDS users. However, they also found no
significant association between longitudinal and non-longitudinal ENDS users.

Several of our findings related to ENDS use parallel other studies. A significantly
higher percentage of regular ENDS users was found in the age group of 18–24 years. Others
also found that this age group was more likely to vape [28] for reasons such as the attraction
of flavored products, the option of varying nicotine content, and peer usage [29]. Our
finding that males are more likely to use ENDS products is consistent with other studies
that also reported a higher prevalence of ENDS use in men [30]. More than half of regular
ENDS users had a lower education level (high school), a result comparable to a study that
found higher levels of education decreased the odds of using e-cigarettes [31]. One reason
may be that those with less education are less aware of the harmful effects of electronic
tobacco products [32]. Given the adverse effects of ENDS use, it is disturbing that fewer
regular ENDS users flossed more than seven times per week than non-users. This suggests
that promoting good oral health offers an opportunity to mitigate the potential harms of
ENDS use.

The association between ENDS use and poor oral health in this study is generally con-
sistent with the findings of other studies of ENDS use and periodontal disease [4,14,15,33].
Although these studies used a wide range of risk factors, diverse study populations, and
different study designs, most have been limited by few participants. Furthermore, even
though diabetes and cigarette smoking are major risk factors for periodontitis, few stud-
ies have considered the health effects of ENDS use regarding these factors. Controlling
for these confounding variables helps establish ENDS use as an independent risk factor.
This is unsurprising since several plausible pathophysiologic mechanisms support the
connection between ENDS use and periodontal disease. Nicotine affects gingival blood
flow, cytokine production, immune cell function, connective tissue turnover and is likely a
key mechanism [34]. Other possible mechanisms include aerosolized toxins, carcinogens,
and chemical substances such as flavorings that can trigger irritation, inflammation, and
damage to the oral tissue [35].

5. Limitations

The main limitation is the self-reported nature of periodontal status and ENDS product
use, which has the potential for recall bias and misreporting. For example, the participants
may interpret the phrase “Regular use of electronic nicotine products” differently. Ideally,
quantifiable numbers such as weekly electronic nicotine product usage might have yielded
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more accurate answers. Another limitation is that the survey might not have included
all potentially confounding variables. For example, despite recent evidence that physical
activity may contribute to periodontitis [36], that data were not included in our model.
Another limitation is that the PATH survey was conducted in the United States and may not
be representative of other countries. However, there is no reason to suspect that individuals
from other nations would have different biological responses. Finally, the study was limited
by data regarding when each patient started and stopped using ENDSs, which prevents
finding a chronological correlation between the onset of bone loss and the start of ENDS use.

6. Conclusions

In this nationally representative sample of U.S. adults, ENDS use was significantly
associated with increased odds of poor oral health, even after controlling for known con-
founders. These results suggest that regular ENDS use may be a risk indicator of developing
periodontal disease including bone loss around teeth. Given the rapid growth in the use
of ENDS products and the observed associations with oral health, medical professionals
should inquire about and document the ENDS products used at every patient visit.

Supplementary Materials: The following supporting information can be downloaded at: https://
www.mdpi.com/article/10.3390/healthcare12010025/s1, Table S1. Covariates and oral health out-
comes variables.

Author Contributions: Conceptualization, A.M. and M.H.; Data curation, A.M. and M.H.; Formal
analysis, A.M. and M.H.; Investigation, A.M., M.S.L. and M.H.; Methodology, A.M. and M.H.; Project
administration, A.M.; Resources, A.M. and M.H.; Software, A.M. and M.H.; Supervision, A.M. and
M.H.; Validation, A.M. and M.H.; Visualization, A.M.; Writing—original draft, A.M., M.S.L. and
M.H.; Writing—review and editing, A.M., M.S.L., R.H., J.C. and M.H. All authors have read and
agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: The data for this study are freely available at https://www.icpsr.umich.
edu/web/NAHDAP/studies/36498/datadocumentation (accessed on 13 December 2023).

Acknowledgments: The authors thank the Clinical Outcomes Research and Education at Roseman
University of Health Sciences College of Dental Medicine for supporting this study.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. King, B.A.; Patel, R.; Nguyen, K.H.; Dube, S.R. Trends in Awareness and Use of Electronic Cigarettes among US Adults, 2010–2013.

Nicotine Tob. Res. 2015, 17, 219–227. [CrossRef] [PubMed]
2. National Center for Chronic Disease Prevention and Health Promotion (US) Office on Smoking and Health. E-Cigarette Use

Among Youth and Young Adults, A Report of the Surgeon General; United States Department of Health and Human Services: Atlanta,
GA, USA, 2016.

3. Javed, F.; Kellesarian, S.V.; Sundar, I.K.; Romanos, G.E.; Rahman, I. Recent Updates on Electronic Cigarette Aerosol and Inhaled
Nicotine Effects on Periodontal and Pulmonary Tissues. Oral Dis. 2017, 23, 1052–1057. [CrossRef] [PubMed]

4. Atuegwu, N.C.; Perez, M.F.; Oncken, C.; Thacker, S.; Mead, E.L.; Mortensen, E.M. Association between Regular Electronic
Nicotine Product Use and Self-Reported Periodontal Disease Status: Population Assessment of Tobacco and Health Survey. Int. J.
Environ. Res. Public. Health 2019, 16, 1263. [CrossRef] [PubMed]

5. Spinell, T.; DeMayo, F.; Cato, M.; Thai, A.; Helmerhorst, E.J.; Green, P.H.R.; Lebwohl, B.; Demmer, R.T. The Association between
Coeliac Disease and Periodontitis: Results from NHANES 2009–2012. J. Clin. Periodontol. 2018, 45, 303–310. [CrossRef] [PubMed]

6. Brown, L.J.; Brunelle, J.A.; Kingman, A. Periodontal status in the United States, 1988–1991: Prevalence, extent, and demographic
variation. J. Dent. Res. 1996, 75, 672–683. [CrossRef]

7. Lee, J.; Taneja, V.; Vassallo, R. Cigarette Smoking and Inflammation. J. Dent. Res. 2012, 91, 142–149. [CrossRef]
8. Zhang, Y.; He, J.; He, B.; Huang, R.; Li, M. Effect of Tobacco on Periodontal Disease and Oral Cancer. Tob. Induc. Dis. 2019, 17, 40.

[CrossRef]

https://www.mdpi.com/article/10.3390/healthcare12010025/s1
https://www.mdpi.com/article/10.3390/healthcare12010025/s1
https://www.icpsr.umich.edu/web/NAHDAP/studies/36498/datadocumentation
https://www.icpsr.umich.edu/web/NAHDAP/studies/36498/datadocumentation
https://doi.org/10.1093/ntr/ntu191
https://www.ncbi.nlm.nih.gov/pubmed/25239961
https://doi.org/10.1111/odi.12652
https://www.ncbi.nlm.nih.gov/pubmed/28168771
https://doi.org/10.3390/ijerph16071263
https://www.ncbi.nlm.nih.gov/pubmed/30970567
https://doi.org/10.1111/jcpe.12856
https://www.ncbi.nlm.nih.gov/pubmed/29243293
https://doi.org/10.1177/002203459607502S07
https://doi.org/10.1177/0022034511421200
https://doi.org/10.18332/tid/106187


Healthcare 2024, 12, 25 11 of 12

9. Pearson, J.L.; Richardson, A.; Niaura, R.S.; Vallone, D.M.; Abrams, D.B. e-Cigarette awareness, use, and harm perceptions in US
adults. Am. J. Public. Health 2012, 102, 1758–1766. [CrossRef]

10. Jeong, W.; Choi, D.W.; Kim, Y.K.; Lee, H.J.; Lee, S.A.; Park, E.C.; Jang, S.I. Associations of electronic and conventional cigarette use
with periodontal disease in South Korean adults. J. Periodontol. 2020, 91, 55–64. [CrossRef]

11. Rouabhia, M.; Park, H.J.; Semlali, A.; Zakrzewski, A.; Chmielewski, W.; Chakir, J. E-Cigarette Vapor Induces an Apoptotic
Response in Human Gingival Epithelial Cells through the Caspase-3 Pathway. J. Cell Physiol. 2017, 232, 1539–1547. [CrossRef]

12. Yang, I.; Sandeep, S.; Rodriguez, J. The oral health impact of electronic cigarette use: A systematic review. Crit. Rev. Toxicol. 2020,
50, 97–127. [CrossRef] [PubMed]

13. Pushalkar, S.; Paul, B.; Li, Q.; Yang, J.; Vasconcelos, R.; Makwana, S.; González, J.M.; Shah, S.; Xie, C.; Janal, M.N.; et al. Electronic
Cigarette Aerosol Modulates the Oral Microbiome and Increases Risk of Infection. iScience 2020, 23, 100884. [CrossRef] [PubMed]

14. Wadia, R.; Booth, V.; Yap, H.F.; Moyes, D.L. A Pilot Study of the Gingival Response When Smokers Switch from Smoking to
Vaping. Br. Dent. J. 2016, 221, 722–726. [CrossRef] [PubMed]

15. Tatullo, M.; Gentile, S.; Paduano, F.; Santacroce, L.; Marrelli, M. Crosstalk between Oral and General Health Status in E-Smokers.
Medicine 2016, 95, e5589. [CrossRef] [PubMed]

16. Study Overview. Population Assessment pf Tobacco and Health. 2023. Available online: https://pathstudyinfo.nih.gov/about
(accessed on 11 December 2023).

17. Hyland, A.; Ambrose, B.K.; Conway, K.P.; Borek, N.; Lambert, E.; Carusi, C.; Taylor, K.; Crosse, S.; Fong, G.T.; Cummings, K.M.;
et al. Design and Methods of the Population Assessment of Tobacco and Health (PATH) Study. Tob. Control 2017, 26, 371–378.
[CrossRef] [PubMed]

18. Gupta, S.; Maharjan, A.; Dhami, B.; Amgain, P.; Katwal, S.; Adhikari, B.; Shukla, A. Status of Tobacco Smoking and Diabetes with
Periodontal Disease. JNMA J. Nepal Med. Assoc. 2018, 56, 818–824. [CrossRef] [PubMed]

19. Lamster, I.B.; Lalla, E.; Borgnakke, W.S.; Taylor, G.W. The Relationship between Oral Health and Diabetes Mellitus. J. Am. Dent.
Assoc. 2008, 139, 19S–24S. [CrossRef] [PubMed]

20. Tomar, S.L.; Asma, S. Smoking-Attributable Periodontitis in the United States: Findings from NHANES III. National Health and
Nutrition Examination Survey. J. Periodontol. 2000, 71, 743–751. [CrossRef]

21. Population Assessment of Tobacco and Health (PATH) Study [United States] Public-Use Files (ICPSR 36498). National Addic-
tion & HIV Data Archive Program. 2023. Available online: https://www.icpsr.umich.edu/web/NAHDAP/studies/36498/
datadocumentation (accessed on 13 December 2023).

22. Statement from the AAP on Flossing Efficacy Says to Keep Flossing. Stuart Center for Laser Periodontics and Implants. Available
online: https://stuartperiodontics.com/statement-from-the-aap-on-flossing-efficacy-says-to-keep-flossing (accessed on 16
November 2023).

23. Gerritsen, A.E.; Allen, P.F.; Witter, D.J.; Bronkhorst, E.M.; Creugers, N.H. Tooth Loss and Oral Health-Related Quality of Life: A
Systematic Review and Meta-Analysis. Health Qual. Life Outcomes 2010, 8, 126. [CrossRef]

24. Kassebaum, N.J.; Smith, A.G.C.; Bernabé, E.; Fleming, T.D.; Reynolds, A.E.; Vos, T.; Murray, C.J.L.; Marcenes, W.; Abyu, G.Y.;
Alsharif, U.; et al. 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. [CrossRef]

25. Thiem, D.G.E.; Donkiewicz, P.; Rejaey, R.; Wiesmann-lmilowski, N.; Deschner, J.; Al-Nawas, B.; Kammerer, P.W. The impact of
electronic and conventional cigarettes on periodontal health—A systematic review and meta-analysis. Clin. Oral Investig. 2023, 27,
4911–4928. [CrossRef] [PubMed]

26. Adult Tobacco Use. Cancer Trends Progress Report. 2023. Available online: https://progressreport.cancer.gov/prevention/
adult_smoking (accessed on 16 November 2023).

27. Sundar, I.K.; Javed, F.; Romanos, G.E.; Rahman, I. E-Cigarettes and Flavorings Induce Inflammatory and Pro-Senescence
Responses in Oral Epithelial Cells and Periodontal Fibroblasts. Oncotarget 2016, 7, 77196. [CrossRef] [PubMed]

28. Current Electronic Cigarette Use Among Adults Aged 18 and Over: United States, 2021. Centers for Disease Control and Preven-
tion. 2023. Available online: https://www.cdc.gov/nchs/products/databriefs/db475.htm#:~:text=Summary-,In%202021%2C%
204.5%25%20of%20adults%20aged%2018%20and%20over%20were,among%20adults%20aged%2025%E2%80%9344 (accessed on
13 December 2023).

29. Vu, T.T.; Hart, J.L.; Groom, A.; Landry, R.L.; Walker, K.L.; Giachello, A.L.; Tompkins, L.; Ma, J.Z.; Kesh, A.; Robertson, R.M.; et al.
Age differences in electronic nicotine delivery systems (ENDS) usage motivations and behaviors, perceived health benefit, and
intention to quit. Addict. Behav. 2019, 98, 106054. [CrossRef] [PubMed]

30. Piñeiro, B.; Correa, J.B.; Simmons, V.N.; Harrell, P.T.; Menzie, N.S.; Unrod, M.; Meltzer, L.R.; Brandon, T.H. Gender Differences in
Use and Expectancies of E-Cigarettes: Online Survey Results. Addict. Behav. 2016, 52, 91–97. [CrossRef] [PubMed]

31. Assari, S.; Mistry, R.; Bazargan, M. Race, Educational Attainment, and E-Cigarette Use. J. Med. Res. Innov. 2020, 4. [CrossRef]
[PubMed]

32. Jiun, I.L.E.; Siddik, S.N.A.B.; Malik, S.N.; Tin-Oo, M.M.; Alam, M.K.; Khan, M.M.H. Association between Oral Hygiene Status and
Halitosis Among Smokers and Nonsmokers. Oral Health Prev. Dent. 2015, 13, 395–405. [CrossRef] [PubMed]

https://doi.org/10.2105/AJPH.2011.300526
https://doi.org/10.1002/JPER.19-0060
https://doi.org/10.1002/jcp.25677
https://doi.org/10.1080/10408444.2020.1713726
https://www.ncbi.nlm.nih.gov/pubmed/32043402
https://doi.org/10.1016/j.isci.2020.100884
https://www.ncbi.nlm.nih.gov/pubmed/32105635
https://doi.org/10.1038/sj.bdj.2016.914
https://www.ncbi.nlm.nih.gov/pubmed/27932811
https://doi.org/10.1097/MD.0000000000005589
https://www.ncbi.nlm.nih.gov/pubmed/27930577
https://pathstudyinfo.nih.gov/about
https://doi.org/10.1136/tobaccocontrol-2016-052934
https://www.ncbi.nlm.nih.gov/pubmed/27507901
https://doi.org/10.31729/jnma.3610
https://www.ncbi.nlm.nih.gov/pubmed/31065114
https://doi.org/10.14219/jada.archive.2008.0363
https://www.ncbi.nlm.nih.gov/pubmed/18809650
https://doi.org/10.1902/jop.2000.71.5.743
https://www.icpsr.umich.edu/web/NAHDAP/studies/36498/datadocumentation
https://www.icpsr.umich.edu/web/NAHDAP/studies/36498/datadocumentation
https://stuartperiodontics.com/statement-from-the-aap-on-flossing-efficacy-says-to-keep-flossing
https://doi.org/10.1186/1477-7525-8-126
https://doi.org/10.1177/0022034517693566
https://doi.org/10.1007/s00784-023-05162-4
https://www.ncbi.nlm.nih.gov/pubmed/37526741
https://progressreport.cancer.gov/prevention/adult_smoking
https://progressreport.cancer.gov/prevention/adult_smoking
https://doi.org/10.18632/oncotarget.12857
https://www.ncbi.nlm.nih.gov/pubmed/27791204
https://www.cdc.gov/nchs/products/databriefs/db475.htm#:~:text=Summary-,In%202021%2C%204.5%25%20of%20adults%20aged%2018%20and%20over%20were,among%20adults%20aged%2025%E2%80%9344
https://www.cdc.gov/nchs/products/databriefs/db475.htm#:~:text=Summary-,In%202021%2C%204.5%25%20of%20adults%20aged%2018%20and%20over%20were,among%20adults%20aged%2025%E2%80%9344
https://doi.org/10.1016/j.addbeh.2019.106054
https://www.ncbi.nlm.nih.gov/pubmed/31336264
https://doi.org/10.1016/j.addbeh.2015.09.006
https://www.ncbi.nlm.nih.gov/pubmed/26406973
https://doi.org/10.32892/jmri.185
https://www.ncbi.nlm.nih.gov/pubmed/32090188
https://doi.org/10.3290/j.ohpd.a33920
https://www.ncbi.nlm.nih.gov/pubmed/25789356


Healthcare 2024, 12, 25 12 of 12

33. Javed, F.; Abduljabbar, T.; Vohra, F.; Malmstrom, H.; Rahman, I.; Romanos, G.E. Comparison of Periodontal Parameters and
Self-Perceived Oral Symptoms among Cigarette Smokers, Individuals Vaping Electronic Cigarettes, and Never-Smokers. J.
Periodontol. 2017, 88, 1059–1065. [CrossRef] [PubMed]

34. Malhotra, R.; Kapoor, A.; Grover, V.; Kaushal, S. Nicotine and periodontal tissues. J. Indian Soc. Periodontol. 2010, 14, 72–79.
[CrossRef]

35. Szumilas, P.; Wilk, A.; Szumilas, K.; Karakiewicz, B. The Effects of E-Cigarette Aerosol on Oral Cavity Cells and Tissues: A
Narrative Review. Toxics 2022, 10, 74. [CrossRef]

36. Marruganti, C.; Baima, G.; Grandini, S.; Graziani, F.; Aimetti, M.; Sanz, M.; Romandini, M. Leisure-time and occupational physical
activity demonstrate divergent associations with periodontitis: A population-based study. J. Clin. Periodontol. 2023, 50, 559–570.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1902/jop.2017.170197
https://www.ncbi.nlm.nih.gov/pubmed/28644108
https://doi.org/10.4103/0972-124X.65442
https://doi.org/10.3390/toxics10020074
https://doi.org/10.1111/jcpe.13766

	Electronic Nicotine Delivery Systems Use and Periodontal Health—Findings from the Population Assessment of Tobacco and Health Study
	Let us know how access to this document benefits you.
	Citation Details

	Introduction 
	Materials and Methods 
	Data Source 
	Inclusion/Exclusion Criteria 
	Demographic Information 
	ENDS Use 
	Outcome Measures 
	Covariates 
	Statistical Analysis 

	Results 
	Main Outcome Measures 
	Secondary Outcomes 

	Discussion 
	Limitations 
	Conclusions 
	References

