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Case report

Infective endocarditis caused by Neisseria mucosa on a prosthetic
pulmonary valve with false positive serology for
Coxiella burnetii – The first described case
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A B S T R A C T

We present a case of infective endocarditis (IE) on a prosthetic pulmonary valve in a 36-year-old patient
with tetralogy of Fallot (TOF). The patient underwent valve replacement surgery and active antibiotic
treatment against Gram-negative cocci (Piperacillin Tazobactam then Ceftriaxone) for a total duration of
42 days with a favourable outcome. The causative agent was Neisseria mucosa which was identified on the
infected valve by sequencing of 16S ribosomal RNA. To our knowledge, this is the first described case of a
N. mucosa infective endocarditis on a pulmonary valve. Initially, serologies performed in clinical settings
by immunofluorescence for Coxiella burnetii antibodies showed a major increase in phase I IgG titers at
1024 (normal values <16) corresponding with the diagnostic criteria for Q fever endocarditis. However,
this diagnosis could not be confirmed by the National Reference Center, making it the first reported case
of a false positive serology for C. burnetii during an infection due to Neisseria spp.
© 2021 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND

license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Background

Infective endocarditis due to Neisseria mucosa is very rare. In
2014, a review of the literature reported a total of 21 cases and none
of them concerned the pulmonary valve [1]. Here we describe the
first case of infective endocarditis caused by N. mucosa on a
pulmonary valve. N. mucosa is an aerobic Gram-negative diplo-
coccus. It is a commensal bacterium of the human oral cavity but
has also been found in other mammals [2]. Phylogenetic analyses
show a very high homology between the 16S and 23S ribosomal
RNA sequences of the species N. mucosa, N. sicca and N. macacae,
suggesting a common designation of these three species as the N.
mucosa group [3]. A recent study has moreover shown that
identification by Matrix Assisted Laser Desorption Ionization -
Time of Flight (MALDI-TOF) was excellent to identify the bacteria of
the Neisseria mucosa group but insufficient to discriminate
between the different species within this group [4].

Case presentation

We present the case of a 36-year-old patient whose only history
was a tetralogy of Fallot, operated during the first year of life and
re-operated at the age of 10 years due to pulmonary valvular
insufficiency. The patient lived alone in a strict urban environment
and had no contact with animals. He had not travelled outside
Belgium during the last year and had never used intravenous drugs.

The patient presented to the emergency department with a
recurrent fever for one month associated with cough. On
admission, cardiac auscultation revealed aortic murmur, whereas
the rest of the clinical examination was unremarkable. Laboratory
workup showed hyperleukocytosis at 12,000 white blood cells per
cubic millimeter and an inflammatory syndrome with increased C-
reactive protein at 200 mg/l. The patient was hospitalized, the first
aerobic blood culture (day 0) was carried out, showing the
presence of Neisseria spp. after 18 h of incubation. The second
aerobic blood culture (day 1) also showed the presence of Neisseria
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eisseria was thus not possible. A thoracic computed tomography
CT) showed nodular-looking peripheral pulmonary parenchymal
ondensation in the right lower lobe. The patient was treated on
rom day 0 with ceftriaxone which had rapid favourable biological
nd clinical course. The diagnosis of bronchopneumonia involving
eisseria spp. was given and the patient was discharged on day 9
ith a scheduled outpatient cardiac workup.
On Day 13, the patient re-presented to the hospital with yet

gain a recurrent fever. Several blood cultures were collected, and
he patient was readmitted. Empirical treatment with Amikacin
nd Cefotaxime for 3 days was started. On day 17, a cardiac
ransthoracic echography showed a 20 � 6 mm mass on the side of
he right ventricle compatible with vegetation and suggestive of
ndocarditis. In view of the patient's condition and the negative
lood cultures, the patient was put on empirical antibiotic
reatment with Vancomycin/Gentamicin/Piperacillin-Tazobactam
nd serology workup was requested following a blood culture
egative endocarditis protocol. On day 23, a chest angiography
howed pulmonary embolism associated with a pulmonary
nfarction, while a trans-esophageal ultrasound showed a
0 mm vegetation on the pulmonary valve. Serology performed
y immunofluorescence revealed Coxiella burnetii phase I IgG at
iter of 1024 with normal values (NV) lower than 16. On the basis of
his serology and the echocardiographic result, the diagnosis of C.
urnetii infective endocarditis was withheld in accordance with
he modified Duke criteria.

Based on this, the antibiotic therapy was switched to
eftriaxone with the addition of Doxycycline and Hydroxychlor-
quine (HCQ). On day 32, the patient underwent pulmonary valve
eplacement surgery during which endocarditis with voluminous
egetation on the pulmonary valve was macroscopically visible.
he cardiac valve was sent to the laboratory for conventional
ulture, but that did not reveal any bacteria. The clinical course was
avourable and the patient was discharged on day 46 with the
ontinuation of HCQ and Doxycycline orally and Ceftriaxone by
utpatient parenteral antimicrobial therapy.
Polymerase Chain Reaction (PCR) for C. burnetii on the valve did

ot confirm initial suspicion as results were negative. Also, C.
urnetii serology showed a surprisingly rapid decrease in phase I
gG from titer 1024 to 64 in less than two months. Based on these
ndings, Doxycycline and HCQ were terminated. Control of the
erological results was carried out by the National Reference
enter on collected sera from days 31 and 89. The results were
egative for phase I and II IgG and phase I IgM antibodies in both
amples and the titer of phase II IgM decreased from >256 to 64
normal value <16), typically the pattern in case of a false positive
gM result. These results rendered C. burnetii highly unlikely as the
ause of this infective endocarditis. A 16S ribosomal RNA
mplification was carried out on the valve and showed the
resence of a unique product of amplification with sequence
orresponding to N. mucosa, which confirmed with certainty its
nvolvement in this infective endocarditis. The patient continued
he antibiotic treatment with Ceftriaxone until day 58, totaling six
eeks of active antibiotic treatment on this Gram-negative coccus.
ix months after the end of the treatment, the patient's clinical
ourse was strictly favourable and the patient was considered
ured.

iscussion

abnormalities, as was our patient. In this review, there were no
cases of N. mucosa endocarditis involving the pulmonary valve [1].
Our literature search found no cases involving this species on a
pulmonary valve, making it the first described case to our
knowledge.

The risk of infective endocarditis in patients who have undergone
surgery for tetralogy of Fallot is about 20 times higher than in the
general population. The annual incidence varies from 0.13 to 0.6 %
depending on the studies and the risk is mainly present during the
first six months post-surgery [5]. A recent large retrospective study
of 338 patients with prosthetic valves for TOF showed a 50 %
mortality rate inpatients with endocarditis. The authors conclude on
the importance of educating these patients about the risk of
prosthetic valve endocarditis. They insist on the need fora high index
of suspicion in cases of systemic signs with the need for early
multidisciplinary management for these high-risk patients [5].

C. burnetii serological results with positive IgG phase I and II and
absence of phase II IgM antibodies coupled with the clinical and
echocardiographic data, initially suggested a diagnosis of C. burnetti
endocarditis, since the diagnostic criteria were met [6]. Serology
control carried out two months later showed a very significant drop
in these values. PCR performed on the cardiac valve was negative for
C. burnetii. It is well established that C. burnetii IgG values gradually
decline over several months but they usually remain positive for
years [7,8]. Control of serology was therefore carried out in the
National Reference Center and the results could not confirm a C.
burnetii infection but yet false positive reaction of IgM. The precise
reason for this false positive reaction is unknown. A study highlights
that some proteins present in C. burnetii may react with sera of
patients with Legionella pneumophila, rickettsial spotted fever and
streptococcal pneumonia [9]. Positive results of IgM without
seroconversion of IgG antibodies in a follow-up sample are not
uncommon and should be interpreted with caution. False positive
reactions to serological tests for Q fever have already been reported
during infections caused by Legionella, Leishmania, Anaplasma and
Rickettsia [10–14]. In the context of endocarditis, cross reactions
have been reported several times with Bartonella [15,16]. To our
knowledge, cross-reactivity between C. burnetii and Neisseria
species has not been described previously. This case highlights
the complementary importance of molecular diagnostics in the
diagnosis of infective endocarditis.

Conclusion

Neisseria mucosa infective endocarditis on a prosthetic pulmo-
nary valve in a patient with tetralogy of Fallot required valve
replacement and six weeks of intravenous antibiotic therapy
(Piperacillin Tazobactam followed by Ceftriaxone). The outcome
was favourable. To our knowledge this is the first reported case of
N. mucosa endocarditis on a pulmonary valve and also the first
documented case of cross reactivity of Q fever serology during an
infection due to Neisseria spp.

Funding

This manuscript was not funded.

Ethical approval

Ethics approval was not obtained due to clinical standard

Endocarditis involving N. mucosa is extremely rare. In 2014, a

iterature review identified 21 cases published between 1971 and
014 [1]. We have not found any other published cases since then.
nterestingly, the authors showed that endocarditis involving this
rganism occurred mostly in young patients (mean age of 40
ears), half of whom were carriers of cardiac predisposition
2

treatment.

Consent

Written informed consent was obtained from the patient.
Not applicable due to clinical standard treatment.



A. Altdorfer, B.F. Pirotte, L. Gaspard et al. IDCases 24 (2021) e01146
Availability of data and material

All available information is contained within the manuscript.

Code availability

Not applicable.

Author contributions

All authors were involved in patient care. AA performed
material preparation, data collection and analysis. AA wrote the
first draft of the manuscript and all authors commented on
previous versions of the manuscript. All authors read and approved
the final manuscript.

CRediT authorship contribution statement

Antoine Altdorfer: Conceptualization, Methodology, Data
curation, Writing - original draft, Writing - review & editing,
Visualization. Benoit F. Pirotte: Conceptualization, Methodology.
Laura Gaspard: Writing - review & editing. Emilien Gregoire:
Writing - review & editing. Eric Firre: Writing - review & editing.
Filip Moerman: Writing - review & editing. Martial Moonen:
Writing - review & editing. Ahmed Sanoussi: Writing - review &
editing. Marjan Van Esbroeck: Writing - review & editing,
Methodology. Marcella Mori: Conceptualization, Methodology,
Writing - review & editing, Supervision.

Declaration of Competing Interest

The authors report no declarations of interest.

Acknowledgments

We thank Frédéric Frippiat MD PhD for his experienced advice
regarding the care of this patient.

We thank Jafar De Cassem MD for the language proofreading.

References

[1] Pilmis B, Lefort A, Lecuit M, Join-Lambert O, Nassif X, Lortholary O, et al.
Endocarditis due to Neisseria mucosa: case report and review of 21 cases. J
Infect 2014;68(6):601–4.

[2] Liu G, Tang C, Exley R. Non-pathogenic Neisseria: members of an abundant,
multi-habitat, diverse genus. Microbiology 2015;161(7):1297–312.

[3] Bennett J, Jolley K, Maiden M. Genome sequence analyses show that Neisseria
oralis is the same species as ‘Neisseria mucosa var. heidelbergensis’. Int J Syst
Evol Microbiol 2013;63(Pt 10):3920–6.

[4] Morel F, Jacquier H, Desroches M, Fihman V, Kumanski S, Cambau E, et al. Use
of Andromas and Bruker MALDI-TOF MS in the identification of Neisseria. Eur J
Clin Microbiol Infect Dis 2018;37(12):2273–7.

[5] Egbe A, Kothapalli S, Miranda W, Jadav R, Banala K, Vojjini R, et al. Incidence
and outcomes of prosthetic valve endocarditis in adults with tetralogy of
Fallot. Cardiol Young 2020;30(1):19–23.

[6] Raoult D. Chronic Q fever: expert opinion versus literature analysis and
consensus. J Infect 2012;65(2):102–8.

[7] Stein A, Raoult D. Q fever endocarditis. Eur Heart J 1995;16(Suppl. B):19–23.
[8] Million M, Thuny F, Richet H, Raoult D. Long-term outcome of Q fever

endocarditis: a 26-year personal survey. Lancet Infect Dis 2010;10(8):527–35.
[9] Xiong X, Wang X, Wen B, Graves S, Stenos J. Potential serodiagnostic markers

for Q fever identified in Coxiella burnetii by immunoproteomic and protein
microarray approaches. BMC Microbiol 2012;12(1):35.

[10] Edouard S, Million M, Casalta J, Collart F, Amphoux B, Raoult D. Low antibodies
titer and serological cross-reaction between Coxiella burnetii and Legionella
pneumophila challenge the diagnosis of mediastinitis, an emerging Q fever
clinical entity. Infection 2017;45(6):911–5.

[11] Musso D, Raoult D. Serological cross-reactions between Coxiella burnetii and
Legionella micdadei. Clin Diagn Lab Immunol 1997;4(2):208–12.

[12] Dhariwal A, Jawad S, Bicanic T. Case report: visceral leishmaniasis falsely
diagnosed as Q fever. Am J Trop Med Hyg 2020;103(5):1927–9.

[13] Comer J, Nicholson W, Olson J, Childs J. Serologic testing for human
granulocytic ehrlichiosis at a national referral center. J Clin Microbiol
1999;37(3):558–64.

[14] Graham J, Baden L, Tsiodras S, Karchmer A. Q fever endocarditis associated
with extensive serological cross-reactivity. Clin Infect Dis 2000;30(3):609–10.

[15] Rahimian J, Raoult D, Tang Y, Hanna B. Bartonella quintana endocarditis with
positive serology for Coxiella burnetii. J Infect 2006;53(3):e151–3.

[16] Shapira L, Rasis M, Binsky Ehrenreich I, Maor Y, Katchman E, Treves A, et al.
Laboratory diagnosis of 37 cases of Bartonella endocarditis based on enzyme
immunoassay and real-time PCR. J Clin Microbiol 2021 Online ahead of print.
3


	Infective endocarditis caused by Neisseria mucosa on a prosthetic pulmonary valve with false positive serology for Coxiell...
	Background
	Case presentation
	Discussion
	Conclusion
	Funding
	Ethical approval
	Consent
	Availability of data and material
	Code availability
	Author contributions
	CRediT authorship contribution statement
	Declaration of Competing Interest
	Acknowledgments
	References


