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Rheumatic fever (RF) is a prevalent healthcare problem in the developing 
countries. Recurrence of this disorder is often observed in childhood and 
adolescence. RF can mimic the presentations of infective endocarditis, and 
clinicians are not really familiar with this issue. Herein, we present a case 
of recurrent acute rheumatic fever in a patient suspicious of acute 
bacterial endocarditis due to her previous RF. Finally, she was definitively 
diagnosed and underwent valvular replacement surgery and received 
prophylaxis antibiotics besides regular follow-up.  
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Introduction
Acute rheumatic fever (ARF) is a common, 

preventable health problem in the developing 
countries (1). It causes 30-35% of cardiovascular 
admissions in these countries and is an important 
indication for cardiac surgery (2). ARF is 
prevalent in subjects in age group of 5-15 years 
old. It also is a rare complication of carriers of 
group A streptococcal infection (3). Disturbed 
immunological response to group A streptococcal 
infection may lead to ARF in predisposed cases. 
Although few local outbreaks were observed in 
many developed countries, it causes a significant 
burden to healthcare systems (4). Rheumatic 
heart disease is the complication of rheumatic 
fever, which can promote susceptibility to acute 
infective endocarditis (5). Clinical presentations 
of recurrent rheumatic fever can simulate acute 
endocarditis and might lead to misdiagnosis. 

Here, we present the case of a patient with 
endocarditis manifestations that was followed up 
and finally diagnosed with recurrent rheumatic 
fever. 

 

Case Presentation 
A 39-year-old female with a previous history 

of rheumatic fever (15 years ago) was referred to 
our department with provisional diagnosis of 
infective endocarditis. According to prophylaxis 
against recurrent streptococcal infection, she 
regularly received intramuscular penicillin 
injection for 10 years every month and was 
followed up thereafter. During this period of 15 
years, she had not experienced any major 
problems except for mild dyspnea and fatigue. 
She attended the local general physician’s office 
with one-week history of fever, arthralgia, 
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progressive fatigue, and dyspnea and received 
oral antibacterial agent (ciprofloxacin 500 mg 
twice a day). She presented with fatigue, 
asthenia, arthralgia, and palpitation in this period 
with no chest pain, cough, orthopnea, or any 
episode of paroxysmal nocturnal dyspnea. 
Considering the lack of improvement in symptoms 
and signs and prolonged fever, she was referred to a 
local hospital with provisional diagnosis of infective 
endocarditis. 

In the work-up, there was no obvious 
vegetation in transthoracic echocardiography. 
For more evaluation and performing trans-
esophageal echocardiography (TEE), the patient 
was referred to our center. On admission, she 
presented with fever (axillary temperature=37.8 
°C), blood pressure of 120/85 mmHg, heart rate 
of 104/minute, and respiratory rate of 
20/minute. She had no cardiovascular risk 
factors. The patient or her family did not have 
history of pharyngitis. She had no complaints of 
neurologic symptoms or skin or subcutaneous 
lesions. She had not travelled out to endemic 
regions and had not undergone any invasive 
medical or dental procedures.  

We found loud S1 in cardiac auscultation, 
holosystolic murmur, and opening snap. Diastolic 
rumbling murmur resumed in pre-systole in the 
apex. In addition, we detected holodiastolic 
decrescendo murmur in the left sternal border 
examination. Primary laboratory findings 
included white blood cell (WBC) count of 
12×103/L (with neutrophil dominance [80%]), 
hemoglobin level of 11.7 g/dL, normal 
coagulation tests, erythrocyte sedimentation rate 
(ESR) of 70 mm/first hours, and qualitative C-
reactive protein (CRP) test of 3+. Her blood 
culture was negative two times.  

Her chest X-ray showed left atrium (LA) 
enlargement and mild lung parenchymal con-
gestion. Electrocardiogram revealed a mitral P-
wave with sinus tachycardia. She underwent TEE 
for more evaluation of infective endocarditis. 
Mildly increased left ventricle size with ejection 
fraction of 55-60% was detected. Severe LA 
enlargement, LA volume index of 74 cc/m2, and 
dilated left atrium appendix were noted.  

Mitral valve showed rheumatismal changes with 
significant thickening of leaflets tip resulting in 
severe mitral stenosis (MS; Figure 1) and severe 
mitral regurgitation (MR). Tricuspid aortic valve 
was detected with marginal leaflet thickening and 
commissural fusion between right coronary cusp 
and non-coronary cusp with no AS, severe aortic 
insufficiency (AI; holodiastolic flow reversal in 
descending aorta, vena contracta: 6 mm; Figure 2). 
There was moderate to high pulmonary 
insufficiency with moderate tricuspid regurgitation  
 

 

 
Figure 1. Trans esophageal echocardiography severe MS 

 
and severe pulmonary artery hypertension up to 70 
mmHg. Interatrial septum was aneurysmal. No 
obvious vegetation was seen in TEE. 

Due to negative blood culture, as well as no 
vegetation or history of rheumatic fever (RF), we 
checked antistreptolysin O (ASO; 400 IU) and anti-
DNase (45 U/mL) that were positive. Autoimmune 
factors and rheumatoid factor were negative. Anti-
inflammatory dose of aspirin (Tab ASA 625 
mg/every 4 hours in a day), prednisolone (50 
mg/twice a day), and penicillin g benzathine 
(1,200,000 U/stat/IM) were started for the 
patient. After a week, her condition improved and 
symptoms of the patient suppressed dramatically; 
furthermore, ASO was decreased to 200 IU. We 
discharged the patient with advice of medication 
therapy and regular follow-up. One month after 
discharge, she had ASO of lower than 100 IU and 
negative anti-DNase. We continued the treatment 
protocol as ASA-Tab 625 mg/three times a day 
and prednisolone tablet 25mg/twice a day. 

After six weeks, echocardiography was 
performed again, showing dramatic reduction in AI 
grade (mild AI). Due to severe MS and severe MR, 
she was referred to a cardiac surgeon for mitral 
valve replacement (MVR). After operation, no 
organisms were detected on microscopy of the 
valve, and all cultures of the valve were negative. 
Histopathological exam of the valve showed 
nonspecific inflammation with neutrophil 
 

 
Figure 2. Trans esophageal echocardiography severe AI 
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infiltration, and fibrin formation was 
consistent with RF. 
 

Discussion 
Rheumatic fever is the cause of cardiac 

disorder in young age subjects and can lead to 
adverse events like severe disability and also 
mortality. Moreover, the frequency of RF has been 
grown increasingly in developing countries (6, 7). 
In according to improvements in general health 
and antibiotic prescription, the increasing rate of 
RF is tended to be lowered in developed  
countries (8). The risk of carditis is near to sixty 
percent of RF patients (9). It should be noticed to 
recurrence of RF even in mild type of it (10). Prior 
rheumatic fever and findings of rheumatic heart 
disease were the most important subheadings in 
Jones criteria, in the past (11). Subsequently, this 
manifestation gradually omitted from its criteria. 
Despite of this change during the time, any new 
cardiovascular presentation in patient with 
positive history of rheumatic fever should be 
considered for relapse (12). Auscultation of new 
murmur is the necessity of carditis diagnosis, 
based on Jones criteria. In our case, we have an 
uncommon age for recurrent RF, and this issue 
besides prolonged fever at admission shifted our 
diagnosis to infective endocarditis.  

After complementary evaluation, we detected 
murmur and positive laboratory data plus 
echocardiography findings compatible with RF 
and no vegetation. The age of our case was high for 
RF relapse. Similarly, Kadir et al. presented a case 
of recurrent acute rheumatic fever in a 20-year-
female patient who was initially thought to be 
suffering from acute bacterial endocarditis on her 
previously diseased rheumatic aortic valve (13). 
Rayamajhi et al. performed a cross-sectional study 
on 51 patients (aged under 14 years). In that 
study, 26 cases had first-episode RF and 25 had 
recurrent RF. They noted that arthritis occurred in 
a significantly large number of first-episode 
patients, while aortic regurgitation occurred 
mostly in recurrent RF patients (1). As it can infer, 
the occurrence of recurrent RF or first-episode of 
RF is prevalent in very young patients.  

We performed TEE and the results encouraged 
our suspicion to recurrence of RF, which was 
confirmed with specific laboratory findings. Here, 
we had one major criterion (carditis), three 
minor criteria (fever, arthralgia, and elevated 
acute phase reactions: ESR, CRP), and a high titer 
of ASO, which verified the diagnosis. Thus, we 
definitively diagnosed the recurrence of RF. 

For prevention of RF, secondary prophylaxis 
should be considered in such cases. Benzathine 
benzylpenicillin with a dose of 1,200,000 units 
for adult patients is recommended by single 
intramuscular injection every 3-4 weeks. Other 

regimens are oral penicillin V, sulfonamides, and 
erythromycin. After valve surgery, lifelong 
prophylaxis is indicated (14). As the patient was at 
high risk due to two episodes of RF, MVR and 
lifelong prophylaxis were deemed necessary.  

In the current study, we introduced a rare 
case of recurrent RF in an adult in a developing 
country. Although its prevalence is decreasing 
worldwide, it should be considered in a patient 
with a previous history of first-episode of RF 
presenting with fever. Recurrent attacks of RF 
occur significantly more often in older children, 
but in the current study we showed it in an adult 
female. Infective endocarditis is similar to the 
attack of RF and clinicians should consider it as a 
differential diagnosis besides the importance of 
recurrent RF. Therefore, clinicians should be 
aware of this relapse and include it in their 
differential diagnosis of febrile patients with a 
previous history of rheumatic fever.  
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