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Abstract: Endocarditis is a severe infection affecting the heart’s inner layer, the endocardium. Its
pathophysiology may involve heart valve damage, bacteria adhesion and biofilm formation, po-
tentially leading to fatal complications. Bacteria from various sources, including from endodontic
diseases and its treatments may enter the bloodstream provoking this condition. This systematic
review aimed to explore the influence of endodontic factors on endocarditis. Searches across PubMed,
Embase, Cochrane Library and manual sources yielded 14 relevant articles from 1562 screened
studies. Assessment platforms from JBI Critical Appraisal Tools evaluated studies biases. Findings
mainly focused on transient bacteraemia as a key indicator of risk correlating bacterial virulence
and counts with endocarditis development. Worryingly, multi-species bacteraemia post-endodontic
treatment was noted including the genera Enterococcus, Parvimonas, Streptococcus and Staphylococcus.
Conclusive validation of the incidence and association between endodontic patients and endocarditis
was limited due to a lack of robust longitudinal investigations, such as randomized controlled trials.
This emphasizes the need for further research with well-designed methodologies to provide a full
understanding of the causative bacterial population and its pathological mechanisms. A current
guideline (2023 European Society of Cardiology) was developed to support healthcare professionals
in diagnosing and managing infective endocarditis; this 2023 version is introducing a new diagnostic
algorithm to aid in patient classification aiming to improve outcomes for this challenging disease.
The study was a priori registered on PROSPERO (CRD42023407736).
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1. Introduction

The pathophysiology of endocarditis comprises the occurrence of at least three funda-
mental events namely the damage to the heart valves, the adhesion of circulating bacteria
to its surfaces, and the survival of bacteria adhering to the molecular matrix and platelets
resulting in layered depositions on these surfaces [1]. As an inflammatory disease, this
condition can affect one or more of the aortic, mitral, or tricuspid valves; besides, three cru-
cial steps are involved in the development of endocarditis: adherence of bacteria, platelet
activation and fibrin overlaying [2]. Progressively, this infected platelet-fibrin complex
increases in mass as cells colonize and expand the layering upon the vegetation [3].

This bacterial-related damage can be caused by changes in blood flow associated
with heart-related congenital or acquired diseases that promote platelet and fibrin deposi-
tion [4,5] favoring bacterial deposition referred to as ‘vegetation” [5-8]. Thus, the infection
by microorganisms with the potential to colonize these damaged areas may be related to
transient bacteraemia resulting from medical or dental procedures in patients with complex
congenital heart defects, prosthetic heart valves or a history of endocarditis [9,10]. This
pathology has an incidence ranging from one to five cases per 100,000 person/year [11],
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but with low prevalence [12]. The short-term mortality rate ranges from 10% to 30% [13]
with a mortality rate of 65.1% being attributed to men [14].

In physiological conditions, transient bacteraemia can be cleared within a few minutes
and usually does not pose a threat in otherwise healthy patients [15]. However, clinically
compromised patients are at risk of developing endocarditis, especially patients with pros-
thetic heart valves, previous history of endocarditis, complex cyanotic congenital heart
disease, surgically constructed systemic pulmonary conduits, congenital heart malforma-
tions, acquired valve dysfunction, hypertrophic cardiomyopathy and mitral valve prolapse
with valve regurgitation [2,16]. In these specific conditions, antibiotic prophylaxis [17]
should be considered to provide some degree of systemic protection—from bacteraemia—
whenever these patients are subjected to procedures that would potentially cause the
breakdown of the heart mucosal barrier favouring bacterial infection [18]. In clinical prac-
tice, bacterial resistance—subject of thousands of publications each year [19]—occurs when
a microorganism is no longer susceptible to antimicrobial medication, thus reducing the
effectiveness of treatment. Conversely, antimicrobial susceptibility, refers to the sensitivity
of the microorganism to the medication, resulting in the elimination of the pathogen in
therapeutically achievable medication concentrations [20,21].

It is noteworthy that the complex processes related to bacterial resistance contribute to
the difficulty in preventing and controlling the development of resistance, representing a
global concern [22,23]. A survey study [24] reported that the knowledge of dentists about
antibiotic prescriptions for endocarditis was identified as low, as they were usually not
familiar with the guidelines of the American Heart Association, for example. Although the
majority prescribed the correct antimicrobial agent, there was a low rate of prescriptions
with the correct dose and time of administration, as well as for its indication for the
appropriate procedures.

In a metagenomic analysis [25], several bacterial species were detected in the aortic
valve tissues, including 10 phyla, 69 genera and 219 bacterial species. Of these, nine bacterial
species were common between oral plaque and aortic valve tissue samples. However,
the most frequently detected microorganism in cases of endocarditis was Staphylococcus
aureus, followed by Staphylococcus epidermidis, Streptococcus mitis, Enterococcus faecalis and
Escherichia coli [9,26].

Evidence that pathogens present in the oral cavity could migrate to other parts of
the body was pointed out since 1891 indicating a correlative potential role in the etiology
of systemic diseases [27]. Transient bacteraemia is directly influenced by the degree and
extension of trauma caused by certain dental procedures, such as extraction, periodontal
therapies [2], endodontic treatment, tooth brushing and the use of dental floss [28,29].
These procedures are considered potential risk factors for endocarditis due to the possibility
of laceration of venules and capillaries in the gingival sulcus, periodontal ligament and
alveolar bone-provoking bacteraemia [30-33]. The concentration of bacterial inoculum and
the duration of bacteraemia resulting from a dental procedure is directly proportional to
the degree of trauma and the level of inflammation at the surgical site. For this reason,
bacteraemia is most observed after tooth extractions followed by a lower frequency of dental
scaling procedures [30,34] indicating that the procedure extension is a crucial parameter
in this sense. In addition, the time of exposure to bacteria present in the oral cavity can
be prolonged in cases of multiple extractions sites, due to the longer duration of the
procedure [35,36].

Non-surgical endodontic procedures produce a lower incidence of bacteraemia, in
comparison with the reflection of flaps, periapical curettage or dental extractions [37]. This
might be justified by the limited manipulated area during this procedure and the local
number of blood vessels involved is smaller than that of other procedures. The possible
relationship of endodontic pathology with human endocarditis has been widely investi-
gated for a century now. Although the theory of focal infection and elective localization
have already been discredited, it remains to be elucidated whether, even in rare cases, the
passage of remaining bacteria in the root canal system of the endodontically treated tooth
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into the bloodstream can trigger infective endocarditis. Moreover, the development of
endodontic medicine in recent decades has shown that endodontic pathology is interrelated
with systemic pathologies [38,39].

Although there are studies on different dental procedures associating them with the
risk of developing endocarditis, no previous systematic reviews intended to correlate
endodontic infection with endocarditis. Thus, the present systematic review aimed to in-
vestigate whether any endodontic disease or treatment (considering a treatment-provoked
bacteraemia) exerts any influence on endocarditis in humans.

2. Materials and Methods

The present systematic review adopted planning and execution rules following the
guidelines of Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA).
The PRISMA Checklist and the systematic review protocol were registered a priori in
the International Prospective Register of Systematic Reviews (PROSPERO) and identified
by the registration number CRD42023407736. The PRISMA flowchart of the process of
selection, inclusion and exclusion of studies is detailed in Figure 1.

[ Identification of studies through databases and records ]

Records identified through:

Cochrane Library:

(endodontics) AND (endocarditis) = 1

((endocarditis) AND (heart)) AND (endodontics) = 0

(infective endocarditis OR heart OR cardiac valve) AND (root canal treatment
OR endodontic OR apical eriodontitis OR pulpitis) =2

Pubmed:

(endodontics) AND (endocarditis) = 94

((endocarditis) AND (heart)) AND (endodontics) = 33

(infective endocarditis OR heart OR cardiac valve) AND (root canal treatment
OR endodontic OR apical periodontitis OR pulpitis) = 729

Embase:

(endodontics) AND (endocarditis) = 109

((endocarditis) AND (heart)) AND (endodontics) = 45

(infective endocarditis OR heart OR cardiac valve) AND (root canal treatment
OR endodontic OR apical periodontitis OR pulpitis) = 533

Manually search: 4

D — Literature grey n = 12

!

Triage records IRecords excluded due to
(n=1562) > uplicity (n = 232)
Lo Publications
Publications researched to kee >
(n=1330) P withdrawn (n=1302)
Publications Evaluated for Excluded publications:

Eligibility (n =28)

—»| Reason 1: Study exclusively analyzing endodontics (n = 6);
Reason 2: Study exclusively analyzing endocarditis (n = 2);

}

Reason 3: Study using an animal study model informed in the body of the text (n = 1);
Reason 4: Study exclusively analyzing dental procedures with endocarditis (n = 1);

review (n =14)

Total studies included in the

Reason 5: Literature review (n = 3);
Reason 6: Letter (n = 1);

Figure 1. Flowchart of the systematic review search strategy following the Preferred Reporting Items
for Systematic Reviews and meta-Analyses (PRISMA) guidelines 2020.
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2.1. Study Design

The systematic review question elaboration followed a previously reported guide [40]
for ‘Aetiology and/or Risk” which include the elements ‘Population, Exposure, Outcome
(PEO)’. Thus, the proposed question is “does the endodontic treatment (Exposure) have
any influence on endocarditis (Outcome) in humans (Population)?”.

2.2. Eligibility Criteria

Studies were only included when they involved any human participant, excluding
those that used animal models or had participants with other associated systemic conditions.
The investigation focused only on endodontics as the main intervention. Results that
indicated any influence of an endodontic disease or treatment on the development of
endocarditis were considered. All study designs were eligible; however, specific types
of publications were excluded, such as literature reviews, conference abstracts, studies
aiming for a protocol design, letters to the editor, personal opinions, book chapters or
institutional manuals.

2.3. Search Strategies and Sources of Information

The search strategy covered electronic databases: PubMed, Embase, Cochrane Library
and Gray literature until 7 May 2024. Additionally, a hand search was performed focusing
on the reference lists of the included papers and all the issues of specific endodontic and
cardiac journals of the last 20 years were searched for relevant articles. No language restric-
tions were applied. The descriptors were identified using the Medical Subject Headings
(MESH), with the following search terms:

e (endodontics) AND (endocarditis)

e (endocarditis) AND (heart) AND (endodontics)

e (infective endocarditis OR heart OR cardiac valve) AND (root canal treatment OR
endodontic OR apical periodontitis OR pulpitis)

2.4. Study Selection and Data Extraction

All search results were exported as compatible files for the Zotero reference manager
(Version 6 for Windows) and duplicates were removed. The titles and abstracts of the articles
were independently analyzed by two reviewers (JSP and ACNL), evaluating the inclusion
and exclusion criteria and in case of disagreements, a third reviewer was consulted. As
a calibration exercise, reviewers discussed the eligibility criteria and applied them to a
10% sample of titles to determine the inter-rater agreement. After obtaining a Kappa level
of agreement above 0.83, the titles of the studies were then analyzed.

After the initial screening, potentially relevant studies were re-evaluated by full-text
reading. A spreadsheet (Excel Microsoft Professional 365, Build 17531.20152) was previ-
ously developed for data extraction including citation (first author and year of publication),
type of study, number of sample participants, objective/approach and influence/outcome.
Studies rejected at this stage were recorded separately, making clear the reasons for its
exclusion.

2.5. Risk of Bias Assessment

The methodological quality analysis of observational studies was performed with
tools of the Joanna Briggs Institute (JBI) according to the design of each study [40,41].
Two authors independently assessed (a third author was consulted for divergencies) each
domain for the risk of bias and each question could be answered—according to each tool—
as follows: “Yes”, if the study did not present biases towards the question; “No”, if the
study presented biases; “Unclear” if the study did not provide sufficient information for
assessment; and “Not Applicable”, if the question did not fit in the characteristic of the
study. A previously reported guide was observed for the selection of each tool [42].
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2.6. Evaluation of Heterogeneity

Due to the heterogeneity between the different study designs included, it was not
possible to conduct the synthesis of quantitative data for a meta-analysis. Therefore, clinical
results were extracted, summarized and a descriptive review was performed.

3. Results
3.1. Study Selection Results

Initially, 1562 articles were included resulting in 232 after duplicate removal. Of these,
1302 were excluded for different reasons [i.e., exclusive focus on endodontics (553) or
endocarditis (95), studies in animal models (9), other dental procedures associated with
endocarditis (21), literature reviews (101), letters to readers (3), studies on other subjects
(485), assessment of professionals” knowledge (25), book chapters (2) and cases in which
the articles could not be found (8)]. Thus, in total, 28 studies were identified according to
eligibility. Of these, 14 articles were included in this review. Hand search resulted in zero
relevant articles.

3.2. Characteristics of Eligible Studies

Most of the studies were published after 1962 (50% between 2012 and 2024) and
92.8% of the studies were published in English. The minimum individual age was 16 years-
old and the maximum age was 90 years-old. The total of enrolled individuals was 2394 par-
ticipants and eight root canals (there is no specification as to whether the results belong to
the same patient or to different individuals).

The identified studies included the following study designs: seven observational cross-
sectional studies, two prevalence studies, two cohort study, one prospective observational
study, one case report and one case—control. The main characteristics of the 15 included
studies are shown in Table 1.
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Table 1. Distribution in reverse chronological order of selected studies according to author, year, number of participants, results of the influence of endodontic

treatment on human endocarditis.

Number of . . . Influence of Endodontic Treatment on Endocarditis
Author/Year Country Participants Age/Control Study Design Primary Aim of the Study and/or Outcome(s)
Evaluate the microbiota present in clinical
Observational samples of root canals and periodontal Microorganisms: Parvimonas, Streptococcus and
(Gomes et al., . . . ockets from teeth with combined Enterococcus were the main genera detected in root
Brazil 20 patients - cross-sectional P 8
2023) [43] P stud endo-periodontal lesions and to detect canals and periodontal pockets. A total of 34 root canal
y species related to endocarditis using species were linked to endocarditis.
next-generation sequencing.
Of the 154 cases of endocarditis recorded, only 1 case
Prevalence- (0.7%) reported an endodontic-type dental procedure
(Suarez-Garcia . . 58.8 £5.9 type To determine the prevalence of prior to hospltah.zatlon. In thl.s study,. three important
Colombia 154 patients . .. genera of bacteria were associated with endocarditis:
et al., 2023) [26] years-old observational endocarditis from dental procedures. o
study Staphylococcus aureus (43.3%), followed by
Staphylococcus epidermidis (10%), Streptococcus mitis
(5%), Enterococcus faecalis (5%) and Escherichia coli (5%).
The study investigates the use of positron emission
(1) to explore the correlation of [ISFJFDG  tomography with [18F]-fluorodeoxyglucose ([18FIFDG
uptake in patients with recent dental PET/CT) for diagnosing infective endocarditis (IE). It
. 60 patients . . treatments and/or inflammation and concludes that there is no significant correlation
(Dijkstra et al p median age Observational 5
2JOZO) [44] ” Netherlands (39 men, 60 vear sg retrospective infection in the oral cavity; (2) the between PET findings in the oral cavity and dental
21 women) y P correlation between IE, oral health status, treatments, inflammation, or infection, including
and (extra)cardiac findings on [18F]FDG endodontic procedures. The research also indicates no
PET/CT. clear link between IE, oral health status, and
extracardiac findings.
Predisposin Of the 677 patients enrolled in the Italian Endocarditis
car (Ii)iac & Registry, only 341 patients had a predisposing cardiac
condition: To assess the prevalence of a predisposing condition, and 4.7% underwent dental procedures.
68 4 9 ’ Observational,  cardiac condition, the type of interventional  Staphylococcus aureus, Enterococci and Streptococcus bovis
(Chirillo et al., Ttal 677 patients cars-old cross-sectional procedures that precede the onset of were more frequently isolated from blood cultures in
2016) [45] y P yCon trol: ' prevalence symptoms, and the usefulness of antibiotic these patients. Only four patients underwent
Normal VaI.VES' study prophylaxis in a large cohort of patients endodontic treatment. Out of 677, 4 patients had
60 + 11 ’ with endocarditis. endocarditis due to Streptococci viridans, even though
years-old they had taken antibiotic prophylaxis due to some

dental procedure performed.
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Table 1. Cont.

Number of . . . Influence of Endodontic Treatment on Endocarditis
Author/Year Country Participants Age/Control Study Design Primary Aim of the Study and/or Outcome(s)
When assessing total and Streptococcal bacterial levels,
the incidence of bacteraemia after endodontic
treatment procedures ranged from none (culture) to
low occurrence (qQPCR). In positive cases, qPCR
To evaluate the incidence of bacteraemia revealed low bacterial counts per millilitre of blood.

. Observational after endodontic treatment in patients Regarding blood samples collected 5 min after
(Reis et al., . . 52 +£14.7 . .. e - . . . . .
2016) [46] Brazil 27 patients cars-old cross-sectional  receiving or not antibiotic prophylaxis, by = endodontic procedures, qPCR with universal bacterial

y incidence study culture and quantitative real-time primers revealed an incidence of bacteraemia of 19%
polymerase chain reaction (QPCR). (4/21) in patients at risk of endocarditis and 18%
(2/11) in patients without risk of endocarditis. After
30 min, the incidence of bacteraemia decreased to 10%
(2/21) in patients at risk of endocarditis and was not
detected in (control) patients without risk.
Exposure rates within 12 weeks before hospitalization
for endocarditis were 2.4% for endodontic treatment.
. The corresponding proportions for the combined
(Chen et al 580 + 198 Cohort-type To evaj;jsszreesa;sgctlﬁzzg tfitsgiesg (c)ifental control periods were 1.9%. The odds of exposure, in
v Taiwan 713 patients ) : observational P .. d . the unadjusted model, was 1.29 for endodontic
2015) [14] years-old endocarditis in a large population-based o . S
study . - treatment (95% CI 0.72-2.31). There is no significantly
cohort using a crossover case design. . . . .
increased or reduced risk associated with exposure
when using the time window of weeks 13 to 24 before
the index date.

(Preethee; Observational efaA virulence factor of Enterococcus faecalis ~ Of the 32 samples of contaminated root canals, only 15
KanDaswamy; India 32 patients 425 +16.31 cross-sectional in endodontic retreatment with of them were positive for Enterococcus faecalis (46.88%
Hannah, 2012) P years-old stud non-healing lesions resistant to therapy prevalence). Among the 15 positive samples, the efaA

[47] y using the molecular PCR method. gene was identified in 11 samples (73.5% prevalence).

To assess the need for long-term dental About 34 patients who needed endodontic treatment
Prospective . . g-ter] were treated before heart valve surgery and 4 patients
(Deppe et al 66.5 + 11.9 P treatment in patients undergoing heart gery p
Pp v Germany 305 patients ) ; observational P ndergomg hee (controls) were not treated before. When evaluating
2007) [48] years-old valve surgery after receiving non-radical : .
study the patients, there were no signs or symptoms of

treatments.

endocarditis during the follow-up period.
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Table 1. Cont.

Author/Year

Age/Control

Study Design

Primary Aim of the Study

Influence of Endodontic Treatment on Endocarditis
and/or Outcome(s)

(Savarrio et al.,
2005) [49]

46 years (did
not inform the
confidence
interval)

Observational
cross-sectional
study

Combine the use of traditional culture
techniques and methods of molecular
biology to determine the true incidence of
bacteraemia stimulated by non-surgical
endodontic treatment.

The organisms identified in the root canals were
varied and included a range of aerobic and anaerobic
species. By conventional culture, detectable
bacteraemia was present in 9 (30%) of the 30 patients
who did not have it in the preoperative control blood
sample. In 7 of 30 patients (23.3%), the same species of
organism, Propionibacterium acnes, Streptococcus
parasanguis, Actinomyces naeslundii, Prevotella buccae
and Streptococcus sanguis, was identified in the
bloodstream and root canal sample.

(Sedgley et al.,
2005) [50]

52.7 £12.2
years-old

Observational
cross-sectional
study

To investigate the virulence, phenotype and
genotype of 33 enterococci isolates isolated
from the root canals of patients who
received endodontic treatment in Sweden
in 1994/1995.

Infections caused by Enterococci are difficult to treat
due to their remarkable ability to acquire new
antibiotic resistance mechanisms and a variety of
virulence factors such as enterococcal surface protein,
aggregating substance, capsule formation and
gelatinase, which are involved in bacterial adhesion to
host cells and/or in biofilm formation or isolated in
bacteraemia and endocarditis. The gelatinase gene that
was detected in all Enterococcus faecalis isolates (n = 31)
but not in Enterococcus faecium (n = 2).

(Bate; Ma; Ford,
2000) [51]

Count Number of
y Participants
United .
Kingdom 30 patients
Sweden 33 patients
London 8 root canals

Observational
cross-sectional
study

Examine using PCR whether bacteria
associated with infected root canals possess
genes that might predispose to bacterial
colonization of the endocardium.

Endodontic treatment is linked to bacteria in root
canals, which harbor genes analogous to the functional
binding regions of streptococcal fibronectin-binding
protein (FnBP) and staphylococcal fibrinogen-binding
protein (FgBP). Oligonucleotides were designed based
on DNA sequences encoding these functional binding
regions. The presence of bacteria in root canals
expressing FnBP or FgBP suggests a potential risk of
causing infectious endocarditis. This underscores the
importance of understanding and addressing the
relationship between endodontic treatment and the
presence of these bacteria, as such microorganisms
may contribute to serious complications, such as
endocarditis.
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Table 1. Cont.

Author/Year Country Nur.nl.)er of Age/Control Study Design Primary Aim of the Study Influence of Endodontic Treatment on Endocarditis
Participants and/or Outcome(s)
58 £ 15 Carrying out a case—control study to Of the dental procedures considered the most
years-old for Observational estimate the relative risk of endocarditis potentially risky, they did not reach the level of
(Lacassin et al., . both control associated with various medical, surgical statistical significance, not even the extractions that are
France 171 patients case—control . I
1995) [9] cases and the stud and dental procedures, also seeks to update commonly considered a major risk. There was a trend
group with y the French recommendations for towards a higher risk associated with scaling and root
endocarditis prophylaxis of endocarditis infection. canal treatment.
Patients undergoing endodontic procedures showed
the lowest rate of positive blood cultures, with the
frequency of bacteraemia dependent on the extent of
trauma. No culture was positive even in situations of
. L exaggerated manipulation and without the use of
. . Determine the comparative incidence of . . . . NP
178 patient Observational . . L absolute isolation or sterile techniques. Positivity in
(Bender et al., . From 16 to . bacteremia following certain clinical . .
- (root canals in cross-sectional . : . . cultures occurred only when manipulation was
1963) [52] . 90 years procedures in exodontic, periodontic, and . . S
98 patients) study endodontic manipulation intentionally performed beyond the apex, resulting in
p ' 31.2% of immediate blood samples, while none of the
10 min samples showed positivity. It is noteworthy
that cultures were positive in cases involving both
vital and non-vital teeth. Of the 98 cases evaluated in
both groups, 15 showed positive results in cultures.
Patient reported having performed an endodontic
treatment on the lower canine two months before
admission, which showed pulpal necrosis and
radiolucency in the periapex. No antibiotic therapy
was administered during the procedure. The patient
. To report the case of a patient with systolic also rePorted haV}ng a hlstory of rheum'atlc fever and
. Observational o having been diagnosed with a systolic murmur
(Eisenbud, USA 1 patient 54 years-old study of the murmur whose condition worsened when 30 years before. The results of the laboratory tests were
1962) [53] p y 4 he developed bacterial endocarditis after y : Y

case report type

undergoing a dental procedure.

not significant, except for the blood culture, which
showed a positive result for Staphylococcus aureus.
After one week of hospitalization, the lower canine
was extracted, and the culture of the apex revealed the
presence of Staphylococcus aureus and Enterococci. After
two weeks of treatment with antibiotics, the blood
culture was negative.
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3.3. Risk of Bias Assessment
The general risk of bias scheme is presented in Tables 2—6.
Table 2. Risk of bias assessment for analytical cross-sectional studies.
Author/Year 01 Q2 Q3 Q4 Q5 Q6 Q7 Qs
(Gomes et al., 2023) [43] yes yes yes yes yes yes yes yes
(Chirillo et al., 2016) [45] yes yes no unclear no no no yes
(Reis et al., 2016) [46] yes yes yes yes unclear unclear yes yes
(Preethee; Kandaswamy; Hannah, 2012) [47] no unclear unclear yes yes no yes yes
(Savarrio et al., 2005) [49] yes yes yes yes yes yes yes yes
(Sedgley et al., 2005) [50] unclear no yes no unclear no yes yes
(Bate et al., 2000) [51] unclear no yes yes yes no yes yes
(Bender et al., 1963) [52] unclear no yes yes yes no yes yes
Table 3. Risk of bias assessment for a case report type study.
Author/Year 01 Q2 Q3 Q4 Q5 Q6 Q7 Q8
(Eisenbud, 1962) [53] no unclear yes no yes yes no yes
Table 4. Risk of bias assessment for cohort study.
Author/Year Q1 Q2 Q3 Q4 Q5 Q6 Q7 Qs Q9 Q10 Q11
Dijkstra et al., 2020 [44] yes yes no no no yes yes yes yes not applicable yes
(Chen et al., 2015) [14] yes yes no yes yes  unclear  yes yes yes not applicable yes
Table 5. Risk of bias assessment for case—control study.
Author/Year Q1 Q2 Q3 Q4 Q5 Q6 Q7 Qs Q9 Q10
(Lacassin et al., 1995) [9] yes yes no yes yes yes yes yes yes yes
Table 6. Risk of bias assessment for prevalence study.
Author/Year 01 Q2 Q3 Q4 Q5 Q6 Q7 Q8 Q9
(Suarez-Garcia et al., 2023) [26] no yes no yes yes unclear unclear yes yes
(Deppe et al., 2007) [48] no no no yes yes unclear no yes yes
Q1. Were the criteria for inclusion in the sample clearly defined?
Q2. Were the study subjects and the setting described in detail?
Q3. Was the exposure measured in a valid and reliable way?
Q4. Were objective, standard criteria used for measurement of the condition?
Q5. Were confounding factors identified?
Q6. Were strategies to deal with stated confounding factors?
Q7. Were the outcomes measured in a valid and reliable way?

Q8.

Q1.
Q2.
Q3.

Was suitable statistical analysis used?

Were the patient’s demographic characteristics clearly described?

Was the patient’s history clearly described and presented as a timeline?
Was the current clinical condition of the patient on presentation clearly described?
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Q4. Were diagnostic tests or assessment methods and the results clearly described?
Q5. Was the intervention(s) or treatment procedure(s) clearly described?

Q6. Was the post-intervention clinical condition clearly described?

Q7. Were adverse events (harms) or unanticipated events identified and described?
Q8. Does the case report provide takeaway lessons?

Q1. Were the two groups similar and recruited from the same population?

Q2. Were the exposures measured similarly to assign people to both exposed and unex-
posed groups?

Q3. Was the exposure measured in a valid and reliable way?

Q4. Were confounding factors identified?

Q5. Were there strategies to deal with stated confounding factors?

Q6. Were the groups/participants free of the outcome at the start of the study (or at the
moment of exposure)?

Q7. Were the outcomes measured in a valid and reliable way?

Q8. Was the follow up time reported and sufficient to be long enough for outcomes to occur?
Q9. Was follow up complete, and if not, were the reasons for loss to follow up described
and explored?

Q10. Were strategies to address incomplete follow up utilized?

Q11. Was suitable statistical analysis used?

Q1. Were the groups comparable other than the presence of disease in cases or the absence
of disease in controls?

Q2. Were cases and controls matched appropriately?

Q3. Were the same criteria used for identification of cases and controls?

Q4. Was exposure measured in a standard, valid and reliable way?

Q5. Was exposure measured in the same way for cases and controls?

Q6. Were confounding factors identified?

Q7. Were there strategies to deal with stated confounding factors?

Q8. Were outcomes evaluated in a standard, valid and reliable way for cases and controls?
Q9. Was the exposure period of interest long enough to be meaningful?

Q10. Was suitable statistical analysis used?

Q1. Was the sample frame appropriate to address the target population?

Q2. Were study participants sampled in an appropriate way?

Q3. Was the sample size adequate?

Q4. Were the study subjects and the setting described in detail?

Q5. Was the data analysis conducted with sufficient coverage of the identified sample?
Q6. Were valid methods used for the identification of the condition?

Q7. Was the condition measured in a standard, reliable way for all participants?

Q8. Was there appropriate statistical analysis?

Q9. Was the response rate adequate, and if not, was the low response rate managed
appropriately?

4. Discussion

Endocarditis can be a consequence of invasive procedures of dental procedures, in-
cluding endodontic treatments. The review question “does the endodontic treatment
influence human endocarditis?” could be partially answered, since the present systematic
review included 14 studies reporting this association. The analyzed studies showed that
bacteraemia occurs after endodontic treatment, but for this infection to cause systemic
effects other factors besides the presence of bacteria (i.e., virulence capacity and bacterial
counts) in the bloodstream were correlated with the development of the disease [54]. The
inclusion of the considerably low number of studies regarding this crucial association
between endodontic treatment and endocarditis poses a concern mainly associated with
the urgency of endocarditis conditions. Unfortunately, due to the heterogeneity between
the studies, a meta-analysis could not be possible to be performed at this moment.
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Since 1962, cases of non-surgical endodontics have been reported correlating bacter-
aemia with consequential bacterial endocarditis [53]. Another report, in 1963, described
a transient—for 10 min—blood bacteraemia following non-surgical endodontic proce-
dures [52]; however, the implications of this bacteraemia in patients with heart conditions
prone to develop endocarditis deserves discussion [51]. A hypothesized mechanism in-
dicating the endodontic infection as the bacterial source for bacteraemia and, potentially,
leading to valve vegetation is shown in Figure 2. The included studies have divergent
opinions, as they failed to identify a clear relationship between dental procedures and
endocarditis, verifying only a trend of risk associated with endodontic treatment [9,26,44].
It is important to highlight here that endodontic treatments include vital pulp treatments,
primary root canal treatment, non-surgical retreatment and surgical retreatment aiming
to treat a vital pulp tissue or—after pulp tissue necrosis—a condition of infected apical
periodontitis [55]. These treatments may provoke bacteraemia specially in cases of pulp
tissue necrosis and apical periodontitis [38].

.
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Figure 2. A hypothesized mechanism indicating the endodontic infection following dental pulp
necrosis with biofilm formation and apical infection. This bacterial source leads to bacteraemia
and, potentially, results in valve vegetation specially in the aortic valve (highlighted). Worryingly,
multi-species bacteraemia post-endodontic treatment was reported. Created using BioRender.com.

The findings here revised must be carefully interpreted, since there may have been
a recruitment bias in the control groups that were originally from the community or
hospitalized in cardiology wards for reasons other than endocarditis [9,10,56]. In a study
that minimized this bias, it was found that factors associated with endocarditis were also
correlated with hygiene habits, besides pulp necrosis and dental procedures [57]. Recent
studies have expanded the understanding of the possible connections between dental
infections and medical conditions, such as prosthetic valve endocarditis and rejection
of transplanted organs [58,59]. Thus, the elimination of chronic infections of the oral
cavity plays a crucial role in the prevention of endocarditis [60] and preoperative oral care
positively impacts the outcome of cardiovascular surgery [48].

The identification of the causative microorganisms is crucial for an adequate and
effective indication of antimicrobial therapy and the absence of a microbiological diagnosis
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is an independent predictor of in-hospital mortality [61]. A genomic study associated
with bioinformatics allowed the evaluation of the microbial community and identified that
the genera Parvimonas, Streptococcus and Enterococcus were the main ones detected in root
canals associated with endocarditis [43]. Corroborating with these findings, other studies
indicated that the species of Streptococcus, Staphylococcus and Enterococcus represent 80% to
90% of the microorganisms associated with endocarditis [26,45,62,63].

Oral Viridans streptococci are implicated as causative organisms in 35-45% of cases with
endodontic-associated endocarditis [9,26]. The great disparity between the microbiological
causes of endocarditis found in the studies can be partially explained by the different
acquisition routes [64,65]. Microbiological profiles of root canals and periodontal pockets
may not be the only risk factors for endocarditis but may also be associated with systemic
diseases including myocarditis, human cytomegalovirus infection, bacterial invasion of
epithelial cells, Huntington’s disease, lateral sclerosis amyotrophic and hypertrophic car-
diomyopathy [2,43]. This is a clear indication that further studies are needed to stablish a
fully understood association between endodontic conditions and endocarditis.

Other important studies, not included as a full text in this systematic review, indicated
that Parvimonas (anaerobic Gram-positive cocci) is a commensal organism of the human
oral cavity and gastrointestinal tract [66]. However, this microorganism is associated
with serious infections such as: prosthetic joint infections, diabetic foot, liver and splenic
abscesses, spondylodiscitis, empyema, pericarditis and meningitis [67-71]. In addition,
bacterial endocarditis from Parvimonas micra causing severe damage to the heart valves and
leading to fatal complications was reported [72]. The pathogenicity of Parvimonas micra
in the oral cavity has been attributed to its adhesion to epithelial cells, cell morphotype
and/or proteolytic activity in addition to the response of human macrophages; however, in
isolated infections these factors are not clear [73].

There is a change in the characteristics of community-associated endocarditis, with
an increase in the mortality rate when caused by Staphylococcus aureus and a decrease in
comparison with endocarditis streptococcal infection of Viridans [74-77]. Staphylococcal
spp. endocarditis cases are mainly attributed to hospital health care, injectable drugs and
outpatient clinics [78]. Besides, this condition is more commonly observed in patients
receiving haemodialysis [79]. Staphylococcus aureus can form a biofilm by adhering to
the endothelial cell surface due to the presence of a protein factor that is involved in cell
aggregation and biofilm formation [80].

Staphylococcus, Streptococcus, and Enterococcus carry the microbial surface component
that reacts with matrix adhesive molecules that mediate adhesion to damaged heart valves
and bacterial vegetations [81]. When endothelial damage occurs, there may occur activation
of the blood clotting system, resulting in the formation of thrombi in the affected area,
which can serve as favourable sites for the implantation of infected biofilm, which consist of
aggregates of bacteria, blood cells and tissue debris, covered by fibrin [82]. This multilayer
cluster is surrounded by an extracellular matrix of polysaccharides and proteins that protect
against the immune system and hinders the penetration of antibiotics [22,83]. This pathogen
also tends to increase antibiotic resistance with methicillin-resistant strains emerging as a
serious concern worldwide [84].

Streptococcus viridans is a species of Gram-positive bacteria that is normally part of the
normal human microbiota, colonizing mainly the oral cavity, throat and gastrointestinal
tract [85]. Under normal conditions, they are considered commensal, not causing disease in
healthy individuals [86]. However, under certain circumstances, these bacteria can become
pathogenic and trigger infections, such as endocarditis, especially in people with compro-
mised immune systems or in situations that facilitate their entry into the bloodstream [87].
This can occur after invasive procedures, such as dental treatments, medical surgeries
or also skin piercings [88]. An exceptional complication of endocarditis, involving the
mitral valve, was reported in the literature caused by the intramedullary abscess of the
medulla [89].
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Bacterial attachment in exposed collagen tissue from compromised endothelium plays
a crucial role in the onset of endocarditis [90]. Viridans streptococci exhibit properties of
adhesion and invasion in human vascular endothelial cells [91,92]. Opposingly, some
Streptococcus mutans (associated with human dental caries and infected root canals [93]
strains have a virulence factor related to collagen binding, as they have a collagen-binding
protein on their cell surface [94]. In addition, the lack of a protein antigen makes them more
adherent and invasive [95]. The inactivation of these collagen-binding proteins results in a
defect in adhesion to the matrix meaning that bacteria lose the ability to attach properly to
exposed collagen tissue in compromised endothelium [96].

Enterococci are part of the gastrointestinal flora [97] and have a remarkable ability to
adapt to the environment, in certain situations they can cause infections in different parts
of the body, such as urinary infections, intra-abdominal infections, wounds and pelvic
infections [98]. Enterococcal endocarditis was associated with urological procedures [99].
Besides, studies have linked this pathogen to the occurrence of invasive conditions, such
as colorectal neoplasia [100] and cardiovascular infections [101]. Worryingly, enterococcal
endocarditis is characterized by a higher frequency of relapses than other endocarditis,
being often asymptomatic and usually occurring more than 6 months after the initial
episode [102]. In addition, this microorganism was also associated with unusual man-
ifestations in the form of pemphigus foliaceus [103], postpartum infective endocarditis
without underlying disease [104] and in a case of endocarditis with vancomycin-resistant
complicated by splenic infarction and embolic stroke [47,105].

An included study regarding the investigation of Enterococcus faecalis indicated that
a potent virulence gene and endocardial adhesion factor antigen in bacteraemia of this
microorganism may pose risks for systemic complications such as endocarditis in at-risk
patients. When analyzing the genotype of enterococci isolated from root canals, this study
indicated that the phenotypic and genotypic evidence of potential virulence factors were
identified in endodontic Enterococcus spp., specifically the production of gelatinase and its
response to pheromones playing an important role in biofilm formation [50].

Conducting studies on bacterial counts in the incidence of bacteraemia after dental pro-
cedures is crucial for the development of prophylaxis guidelines for endocarditis [106,107].
In dental procedures, the peak of bacteraemia was detected within 5 min after the end of the
procedure, decreasing significantly between 6 and 20 min suggesting that the initial elimi-
nation of bacteria from the bloodstream is rapid [108]. In this review, two studies [46,49]
identified bacteraemia through cultures. The first found that bacteraemia was present
5 and 30 min after endodontic treatment. This agrees with another study [109] which also
did not find bacteraemia when the endodontic instrumentation was short of the apical
foramen. However, these results differ from other culture studies [37,110] that reported the
occurrence of bacteraemia in cases where instrumentation reached beyond the foramen [39]
and these bacteraemia do not last more than 60 min after their generation, but intentional or
accidental over-instrument—especially with the presence of a periapical lesion (Figure 2)—
can expose high-risk patients to a greater tendency to develop endocarditis, since there is
a manipulation of the periapical tissue in a vascularized site [45,111]. The second study
reported that five minutes after endodontic treatment, the presence of bacteraemia was
verified, without difference between primary treatments and retreatments. Microorganisms
were identified in the root canals, but only two aerobic species showed the same genotype in
the root canal and the blood samples. This suggests that microorganisms can cause transient
bacteraemia and increase the risk of cardiovascular complications [49]. The presence of
apical periodontitis [43] and periodontal diseases [2] could increase the risk of developing
endocarditis in susceptible patients. These findings corroborate a previous study that also
indicated this possibility when analyzing the Enterococcus faecalis endocarditis antigen, a
potent virulence gene, which was detected in the root canals of endodontic infections as
being similar to reports of medically relevant strains [47].

Variations in the results of the incidence of bacteraemia between studies should be
considered when interpreting the type of surgical treatment and the methods used to isolate
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microorganisms from the blood. Some microorganisms may need specific conditions or
nutrients to survive and develop, which may limit their detection in conventional blood
culture systems [30]. Studies using qPCR methods may present a detection bias since they
cannot distinguish between DNA from viable and dead bacterial cells which may affect the
interpretation of results [46].

There are few published studies on the magnitude of bacteraemia after a dental
procedure and only one study was included [46] using qPCR. The authors reported that
the average level of total bacteria and Streptococci in the bacteraemia (also for 5 min)
was of the order of 101 to 102/mL in the blood and could be considered a relatively low
concentration when compared to the range of the inoculum of 103 to 109 bacterial cells/mL
of blood necessary to cause experimental endocarditis [54]. The range of inoculum to cause
endocarditis in humans is still unknown [5]. This information assumes crucial relevance in
determining the degree of invasiveness of a procedure and the identification of potential
risks for the patient that leads to the potential beneficial effect of administering antibiotic
prophylaxis in selected patients to reduce bacteraemia. Although it is possible to speculate
that the duration and, possibly, even the incidence of bacteraemia may be influenced by its
magnitude, this relationship still lacks validation [108].

In a retrospective analysis of 739 patients in Taiwan, no increased probability of
exposure to dental procedures was found in the three months before hospitalization for
endocarditis, compared to a control period [14]. These findings suggest that invasive dental
procedures, including endodontic treatment, may not be the triggering event for most
cases of endocarditis [112] as the studies may have been conducted in populations that
already used antibiotic prophylaxis potentially masking a plausible association [57]. It is
known that the use of antibiotics may be less frequent for procedures such as scaling and
endodontic treatment, as shown in studies on the knowledge of dentists [113-115].

Another possible association could be inferred by events that are triggered by low-
level exposures, such as bacteraemia associated with cumulative daily activities such as
toothbrushing, flossing and chewing [5,107,116,117]. Additionally, neglected hygiene habits
in clinically compromised patients alters the defense barrier to infection and is weakened
due to the local inflammation [118]. However, these results should be interpreted with
caution due to the low number of patients and study design [119]. It is crucial to also
consider that dental preventive check-ups in patients undergoing cardio-thoracic surgery
and interventional cardiovascular procedures needs close attention by both the heart and
the dental teams in the pre-interventional preparation phase [120]. Besides, molecular
tools (i.e., Karius non-invasive pathogen blood test) can confirm, in endocarditis affected
patients, Gram-positive anaerobic cocci (Anaerococcus hydrogenalis) microbial cell-free DNA
(mcfDNA) is rarely detected, indicating its applicability in endocarditis cases [121].

Finally, a case-by-case evaluation would be the best scenario in patients with interme-
diate host-related risk factors as one significant gap in evidence is the association between
bacteremia and endocarditis in these cases. A current guideline (2023 European Society
of Cardiology [ESC], available and periodically revised at https://www.escardio.org/
Guidelines/Clinical-Practice-Guidelines /Endocarditis-Guidelines, accessed on 15 July
2024) was developed to support healthcare professionals in diagnosing and managing
infective endocarditis; this 2023 version is introducing a new diagnostic algorithm to aid
in patient classification aiming to improve outcomes for this challenging disease. The
guideline includes the observation under topic 3.3.1: “At-risk dental procedures include
dental extractions, oral surgery procedures (including periodontal surgery, implant surgery,
and oral biopsies), and dental procedures involving manipulation of the gingival or peri-
apical region of the teeth (including scaling and root canal procedures).” Here, we highlight
the inclusion of endodontic treatments in the 2023 ESC guidelines observation which de-
mands a careful anamnesis to be performed by the dental professional focusing on the
risk conditions.
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Risk of Bias

The cross-sectional studies included in this review do not allow the establishment
of a definitive cause—effect relationship between endodontics and endocarditis due to
evaluation period biases, since the data were collected in a single moment [43,45-47,49-52].
Two studies presented interpretation bias due to the lack of clear establishment of a direct
causal relationship between the studied factors and endocarditis [43,50]. One study showed
confounding bias, as it did not control for other factors that could influence the association
found [45]. Four studies showed information bias due to different issues, such as diagnostic
classification based on ICD-9-CM codes instead of Duke criteria, lack of sufficient detail
on cases, use of records and reports to collect data and subjective interpretation of data
from dental procedures and their related causes [14,26,45,53]. One study also showed
loss-to-follow-up bias due to reduced effective sample size and possible recall biases [48].

This systematic review focused on any influence between endodontic disease and
treatment, and endocarditis; however, the small number of studies, low certainty in ev-
idence due to risk of bias issues with included data involved confounding factors and
lack of randomized clinical trials made it difficult to explore the influencing factors for the
synthesis of scientific evidence that would be obtained in a meta-analysis.

5. Conclusions

Evidence, to date, transient bacteraemia was used as a surrogate indicator to assess
the risk of endocarditis in patients undergoing endodontic treatment. However, definitive
validation of the association between the magnitude of the bacteraemia, its duration, the
incidence of the disease and, mainly, its direct link with endocarditis remains inconclusive
and deserves investigation.
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