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Background Infective endocarditis (IE) secondary to rat-bite fever (RBF) is rare but potentially lethal. Rapid diagnosis is of ut-
most prognostic importance. However, the diagnosis of RBF is challenging because Streptobacillus moniliformis does
not grow under conventional culture conditions.

Case summary A 65-year-old male without previous cardiac history presented with sudden onset of balance problems and facial
palsy. For 2 weeks, he had experienced intermittent fever and myalgia. Transoesophageal echocardiography (TOE)
revealed severe mitral and aortic valve |E with aortic root abscess. The patient underwent a double biological valve re-
placement. Blood cultures remained negative after 9 days of incubation. However, sub-cultivation on solid media dem-
onstrated the growth of pleomorphic Gram-negative rods, identified as S. moniliformis. After 4 weeks of antibiotic
therapy, he was discharged. One month later, control TOE showed valve excrescences and aortic annular aneurysm.
Despite comprehensive surgery, antibiotic treatment, and intensive care, the patient died 1 week after reoperation.

Discussion A fatal outcome of S. moniliformis |E is rare. The majority of previous cases describe underlying valvular abnormal-
ities or death due to insufficient antimicrobial therapy. Here, the patient had no prehistory of valvular heart disease
and despite appropriate antibiotics, the outcome was fatal. Rapid diagnosis of RBF IE has prognostic implications.
Identification of S. moniliformis is, however, difficult, because the bacterium is fastidious and does not grow under
standard laboratory conditions. Therefore, diagnosis often relies on clinical symptoms or a history of rodent expos-
ure. Close attention to this disease by clinicians, in addition to, dialogue with clinical microbiologists is essential.
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Learning points

® Possible rodent exposure several months before the diagnosis of infective endocarditis (IE) should be thoroughly explored.

® To prevent complications and a delayed diagnosis, collaboration between clinicians and clinical microbiologists is essential to improve
Streptobacillus moniliformis identification as the bacteria cannot be grown under standard laboratory conditions.

® Close follow-up and extension of antibiotic therapy may be considered in patients with severe rat-bite fever IE.
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Introduction

Streptobacillus moniliformis is the causative pathogen of rat-bite fever
(RBF) in Europe and North America." The bacterium is a fastidious
Gram-negative bacillus found as a normal part of the oro- and naso-
pharyngeal microbiota of rats and transmission to humans occurs
through contact with infected rodents."?

Rat-bite fever is a rare zoonosis that manifests as an acute systemic
disease. Symptoms are characterized by fever, headache, maculopap-
ular rash, and migratory polyarthritis.' Reported complications in-
clude meningitis, focal abscesses, and infective endocarditis (IE).> The
estimated overall mortality rate of untreated RBF is 7-13%."**

As RBF IE is potentially lethal, the diagnosis of streptobacillosis has
important prognostic implications. However, identification of S. moni-
liformis is challenging as the bacterium does not grow under standard
laboratory conditions. Therefore, diagnosis depends on clinical symp-
toms in combination with a history of relevant exposure. Here, we
report a fatal case of native aortic and mitral valve |E secondary to S.
moniliformis bacteraemia.

Timeline

Approximat-

ely 2 months

prior to

admission Rate bite in several toes

Day 1 Admission to hospital.

Day 6 Transoesophageal echocardiography (TOE)
revealed severe infective endocarditis (IE).
Initiation of intravenous meropenem 2 g two
times daily for blood culture-negative IE.

Day 7 Surgical management of IE.

Day 13 Increased meropenem dosage to 2 g three times
daily and the addition of gentamicin 3 mg/kg
(according to Danish guidelines on blood cul-
ture-negative IE).

Day 17 Identification of Streptobacillus moniliformis (by sub-
cultivation).

Day 19 Antibiotic treatment was switched to benzylpenicil-
lin 3 g four times daily plus gentamicin 3 mg/kg.

Day 34 Completion of the antibiotic course. The patient
was discharged without clinical or TOE signs of
infection to a rehabilitation facility.

Day 66 Control TOE revealed valve excrescences, aortic
annular aneurysm, and loosening of the mitral
valve prosthesis.

Administration of benzylpenicillin 3 g four times
daily plus gentamicin 3 mg/kg was initiated.

Day 74 Reoperation.

Day 81 Patient died.

Case presentation

A 65-year-old Danish male with a medical history of type 2 diabetes
and hypertension was admitted to the hospital with suspicion of is-
chaemic stroke due to sudden onset of balance problems and facial
palsy. For 2 weeks, the patient had experienced discomfort, intermit-
tent fever, and myalgia. On examination, he was afebrile and vital
parameters were normal. The patient presented no cardiovascular
symptoms, and the cardiovascular examination was normal.
Electrocardiogram showed sinus rhythm and right bundle branch
block (Figure 1).

Blood tests showed a C-reactive protein level of 135 mg/L, haemo-
globin 7.3 mmol/L, and creatinine 141 umol/L, but normal leucocyte
and platelet count of 64 x 10°/L and 167 x 10°/L, respectively.
Other laboratory results were also within the normal range.
Magnetic resonance imaging of the brain demonstrated ischaemic
changes involving both the cerebellar hemispheres and the right
frontal lobe (Figure 2). Computed tomography (CT) of the chest, ab-
domen, and pelvis showed a minor splenic abscess and intravenous
cefuroxime 3 g every 8h was initiated on suspicion of acute cardi-
oembolic cerebral infarction given the manifestations in the brain and
spleen. Six days after admission, a transoesophageal echocardiog-
raphy (TOE) verified severe mitral valve and aortic valve |[E with aor-
tic root abscess (Figure 3A, Videos 1 and 2), and the antibiotic therapy
was changed to intravenous meropenem 2 g every 12 h for presumed
blood culture-negative IE (BCNIE). The following day, the patient
underwent double biological valve replacement, debridement, and ir-
rigation of the aortic root abscess.

In total, one blood culture set was obtained prior to the initiation
of antibiotic treatment and two sets after antibiotic administration.
After 9 days of incubation, blood cultures (BD BACTEC™ FX)
remained negative, but a sub-cultivation of one primary aerobic bot-
tle onto solid media (10% horse blood agar plates, incubated at 35°C
in 5% CO,) was performed and yielded growth of Gram-negative
pleomorphic rods 4 days hereafter. By the use of MALDI TOF-MS
(Biotyper 3.1, Bruker Daltonik, Germany), the bacterium was identi-
fied to species-level as S. moniliformis (log-score 2.410) and whole-
genome-sequencing was performed using the lllumina MiSeq instru-
ment, confirming the isolate as S. moniliformis (data not shown). In
addition, S. moniliformis was detected on both heart valves by 16S
rRNA sequencing. Antimicrobial susceptibility testing was performed
by using Etest (BioMérieux, Marcy ['Etoile, France) according to the
EUCAST
related) breakpoints. The isolate was susceptible to benzylpenicillin
(MIC: 0.016 mg/L) and ceftriaxone (MIC: 0.016 mg/L).

On further questioning after S. moniliformis identification, the pa-

pharmacokinetics/pharmacodynamics (non-species

tient recalled having been bitten by rats in several toes ~2 months
prior to admission. Intravenous meropenem was later increased to
2g every 8h in combination with intravenous gentamicin 3 mg/kg
every 24h. Administration of gentamicin was terminated after
10days due to high serum-gentamicin levels (data not shown).
Hereafter treatment was switched to definitive therapy with intra-
venous benzylpenicillin 3 g every 6 h.
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Figure | Initial electrocardiogram showed sinus rhythm and right bundle branch block.

The post-operative course was complicated by third-degree atrio-
ventricular-block with the need for permanent pacemaker implant-
ation. After 4 weeks of antibiotic treatment, control TOE showed no
pendulous excrescences (Figure 3B), and the patient was discharged.
However, at 1-month follow-up visit a TOE revealed severe valve
excrescences, aortic annular aneurysm, and loosening of the mitral
valve prosthesis (Figure 3CD). Cardiac CT showed severe tissue de-
struction in the aorto-mitral area (Figure 4). Blood cultures, in add-
ition to, sub-cultivation on solid media were performed, but the
growth of S. moniliformis was not detected. One week later, reopera-
tion was performed including double valve replacement. Post-
operatively, the patient developed biventricular heart failure requir-
ing veno-arterial extracorporeal membrane oxygenation. Despite
comprehensive intensive care, the patient died 1 week post-

operatively.

Discussion

This is the first fatal case of IE caused by S. moniliformis in Denmark,
and to our current knowledge, the first fatal case treated with anti-
microbial agents in Europe. The prevalence of RBF is rare. The dis-
ease may, however, be underdiagnosed due to a lack of information
on rodent contact and presentation of non-species-specific clinical
symptomes.

The prevalence of IE secondary to RBF is rare but uncertain.
Nevertheless, this complication is the best described with a reported
mortality rate as high as 53%."° A majority of previous reports have
described underlying cardiac valvular abnormalities, mostly rheumat-
ic, or death as outcome in absence of effective antibiotic therapy or
inadequate antibiotic dosing."™® In literature, only 26 cases with na-
tive valve RBF IE have been reported.”

Isolation and identification of S. moniliformis from clinical samples
have recently been thoroughly reviewed by Eisenberg et al.’ Sodium
polyanethol sulfonate, an anticoagulant, present in most commercial
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blood culture bottles inhibits the growth of S. moniliformis and there-
fore challenges isolation from routine blood cultures.”' In addition,
S. moniliformis is a fastidious bacterium requiring microaerophilic
growth conditions and benefits from added CO? (5-10%). For opti-
mal cultivation, enriched artificial media is preferable.

In the present case, all aerobic and anaerobic blood cultures
remained negative in the BACTEC™ FX blood culture system after
14 days of incubation. Due to clinical suspicion of IE, sub-cultivation
was performed in order to detect potentially fastidious microorgan-
isms. This method is described in the 2015 ESC Guidelines for the
management of IE."" In addition, the guideline proposes a diagnostic
strategy for BCNIE including serological testing as well as rheumatoid
factors and polymerase chain reaction. Several studies have shown
that serological evaluation may aid in diagnosis in BCNIE.'>"
However, no serological tests for RBF are available. A reliable
method for species identification of S. moniliformis is the use of
MALDI TOF-MS.? 16S rRNA gene sequencing can be used, but insuf-
ficient species resolution of 165 rRNA gene sequencing is possible.>’

Due to the rarity of RBF IE, no treatment guidelines exist.
However, high-dose benzylpenicillin (12 g/day) for 4 weeks in com-
bination with gentamicin for the initial 2 weeks has been recom-

mended." Our isolate was fully susceptible to penicillin, and therefore
interpreted as fully susceptible to carbapenem. According to litera-
ture, no in vitro resistance to penicillin has been described.

In the present case, the patient was not known with a prehistory
of valvular heart disease and despite apparent in vitro susceptibility,

Figure 2 Magnetic resonance imaging of the brain (T2 FLAIR)
demonstrated ischaemic changes in the cerebellar hemispheres.

treatment failed. The cause of this failure is uncertain. Nevertheless,

Figure 3 (A) Diagnostic transoesophageal echocardiography revealed severe aortic valve and mitral valve infective endocarditis as well as aortic
root abscess. (B) Transoesophageal echocardiography before discharge showed no pendulous excrescences. (C, D) Control transoesophageal echo-
cardiography 4 weeks after discharge showed severe valve excrescences, aortic annular aneurysm, and loosening of the mitral valve prosthesis.
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even though identification of S. moniliformis was successful, the diag-
nosis was delayed due to lack of an exposure history, non-specific
symptoms, and difficulties in culture diagnosis, i.e., lack of growth in

Aortic prosthetic valve

: blood cultures under standard conditions. Due to the fatal outcome
\ - presented here, we advocate for a treatment duration of 6 weeks, in
Tissue destructio . addition to, a closer follow-up regimen.

Conclusion

Given the risk of complications and potential lethal outcomes of RBF,
the diagnosis of streptobacillosis has important prognostic implica-
tions. Identification of S. moniliformis is, however, difficult as the bac-
terium does not grow under standard laboratory conditions.

Therefore, close attention to this disease by clinicians including ex-

Figure 4 Cardiac computed tomography showed severe tissue posure history in patients with severe IE along with a dialogue with
destruction in the aorto-mitral area. Left anterior descending artery . clinical microbiologists is of utmost importance.
(LAD). :
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Video | (Diagnostic TOE): Echo-loops and 3D- loop of the mitral
valve.

Supplementary material

Supplementary material is available at European Heart Journal - Case
Reports online.

Slide sets: A fully edited slide set detailing this case and suitable for
local presentation is available online as Supplementary data.

Consent: The authors confirm that written informed consent for
publication of this case report including images had been obtained
from the patient in line with COPE guidance.

Conflict of interest: none declared.

Acknowledgements
The authors thank David Fuglsang-Damgaard for technical support
and laboratory staff for excellent assistance.

) - _ : References
Video 2 (Dlagnostlc TOE): Colour Doppler‘ lOOp of the mitral N 1. Elliott SP. Rat bite fever and Streptobacillus moniliformis. Clin Microbiol Rev 2007;20:
and aortic valve. : 13-22.


https://academic.oup.com/ehjcr/article-lookup/doi/10.1093/ehjcr/ytaa254#supplementary-data
https://academic.oup.com/ehjcr/article-lookup/doi/10.1093/ehjcr/ytaa254#supplementary-data

M. Winther et al.

. Wullenweber M. Streptobacillus moniliformis—a zoonotic pathogen. Taxonomic
considerations, host species, diagnosis, therapy, geographical distribution. Lab
Anim 1995;29:1-15.

. Bennett JE, Dolin R, Blaser MJ]. Mandell, Douglas, and Bennett’s Principles and
Practice of Infectious Diseases, 8th ed. New York, NY: Elsevier, Saunders; 2015.

. Hagelskjaer L, Sorensen |, Randers E. Streptobacillus moniliformis infection: 2 cases
and a literature review. Scand J Infect Dis 1998;30:309-311.

. Torres-Miranda D, Moshgriz M, Siegel M. Streptobacillus moniliformis mitral valve
endocarditis and septic arthritis: the challenges of diagnosing rat-bite fever endo-
carditis. Infect Dis Rep 2018;10:7731.

. Rupp ME. Streptobacillus moniliformis endocarditis: case report and review. Clin
Infect Dis 1992;14:769—-772.

. Chen PL, Lee NY, Yan J}, Yang Y], Chen HM, Chang CM, et al. Prosthetic valve
endocarditis caused by Streptobacillus moniliformis: a case of rat bite fever. | Clin
Microbiol 2007;45:3125-3126.

. Rordorf T, Zuger C, Zbinden R, von Graevenitz A, Pirovino M. Streptobacillus
moniliformis endocarditis in an HIV-positive patient. Infection 2000;28:393-394.

. Eisenberg T, Ewers C, Rau ], Akimkin V, Nicklas W. Approved and novel strat-

egies in diagnostics of rat bite fever and other Streptobacillus infections in
humans and animals. Virulence 2016;7:630-648.

. Lambe DW Jr, McPhedran AM, Mertz JA, Stewart P. Streptobacillus moniliformis

isolated from a case of Haverhill fever: biochemical characterization and
inhibitory effect of sodium polyanethol sulfonate. Am | Clin Pathol 1973;60:
854-860.

. Habib G, Lancellotti P, Antunes MJ, Bongiorni MG, Casalta P, Del Zotti F, et al.

2015 ESC Guidelines for the management of infective endocarditis: the Task
Force for the Management of Infective Endocarditis of the European Society of
Cardiology (ESC). Endorsed by: European Association for Cardio-Thoracic
Surgery (EACTS), the European Association of Nuclear Medicine (EANM). Eur
Heart | 2015;36:3075-3128.

. Bin Abdulhak AA, Qazi AH, Tleyjeh IM. Workup and management of native and

prosthetic valve endocarditis. Curr Treat Options Cardio Med 2018;20:73.

. Liesman RM, Pritt BS, Maleszewski JJ, Patel R. Laboratory diagnosis of infective

endocarditis. | Clin Microbiol 2017;55:2599-2608.



