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CASE REPORT

Huge left atrial thrombus infected with aspergillusfumigatus
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Abstract

Twenty three year old man with Hodgkin lymphoma had a resistant fever although treatment with broad spectrum
antibiotics. Transthoracic echocardiography was performed to explain the origin of the fever and a huge mass was detected
in the left atrium. Cardiac magnetic resonance imaging was performed and reported as intracardiac thrombus. Patient was
referred to surgery. Culture of the surgical material favored to Aspergillus fumigates. Voriconazole treatment was started
and patient recovered. The authors report overlapping two different clinical situations, intracardiac thrombus and fungal
infective endocarditis.
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1 Introduction

Intracardiac masses may be due to primary or secondary cardiac tumors, vegetations and thrombus. There is an increased
risk for cardiac invasion/involvement, endocarditis and thrombus formation in malignancy patients. Cardiac magnetic
resonance imaging (CMRI) generally is preferred for assessment of a cardiac mass and offering clues as to the type of
tumor that is present malign or benign. Here we present a case of Hodgkin’s disease with a huge left atrial thrombus
infected with aspergillus fumigatus.

2 Case report

Twenty three year old male patient was diagnosed with stage VB (pleural and pericardial involvement) nodular sclerosis
syncytial variant Hodgkin’s disease 4 years ago. He was refractory to remission induction chemotherapy with ABVD
(adriamycin, bleomycine, vincristine, and dacarbasine). Thirty six Gy radiotherapy was given to mediastinal bulky
disease. Three cycles of ICE chemotherapy was given (iphosphamide, carboplatin, and etoposide) for salvage treatment.
Partial remission was obtained after 3 cycles of ICE chemotherapy and radiotherapy. Autologous hematopoietic stem cell
transplantation (AHSCT) was performed after high dose chemotherapy with BEAM conditioning regimen because of
refractory disease. PET/CT examination demonstrated complete remission 2 months after AHSCT. Echocardiographic
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examination and the cardiac rhythm were in normal limits before AHSCT. Four months later, he developed refractory
relapse to salvage chemotherapy regimen and underwent HLA mismatched unrelated donor allogeneic HSCT. He received
cyclosporine A and mycophenolate mofetil for graft versus host disease (GVHD) prophylaxis. Cytomegalovirus
polymerase chain reaction (CMV PCR) and galactomannanantigenemia tests were performed weekly for possible
infections. On day +7 after allogeneic HSCT acute grade 2 skin GVHD has evolved and 1 mg/kg/day methylprednisolone
was given for treatment. During early posttransplantation period caspofungin antifungal treatment was given for possible
fungal pneumonia. Three months after HSCT transthoracic echocardiographic examination revealed normal findings
except slight thickness of mitral valve. There was no arrhythmia on electrocardiography (ECG). On day +173 of
transplantation, recurrent fever has evolved while receiving broad spectrum antibiotics for 17 days. All of the blood
cultures were negative. Transthoracic echocardiographic (TTE) examination was performed for origin of fever and to
evaluate central venous catheter tip. A huge left atrial mass which was prolapsing into the left ventricle with atrial systole
just located below the anterior leaflet of the mitral valve (see Figure 1) was detected. An urgent cardiac MRI was
performed to evaluate nature of the mass and reported as a thrombus arising from the left atrial appendix with a thin
pedunculus, extending just below the mitral valve (see Figure 2). The patient was referred to surgery immediately.
Macroscopic and histopathological examination of the surgical specimen was consistent with thrombus. No bacteria or
fungal materials were seen on microscopic examination. Aspergillus fumigatus was detected in culture of the specimen.
Intravenous voriconazole treatment was continued for the Aspergillus fumigates endocarditis and the patient recovered
and discharged to home.

Figure 2. Cardiac MR is showing the mass arising from left atrial appendix.
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3 Discussion

Hematologic malignancies may lead multiple cardiac problems either cardiac involvment of the primary disease or a
complication due to the treatment. Pericardial effusion ™ and intracardiac masses [ can be seen as a cardiac involvment of
the primary disease. Immunsuppresive and wide spectrum antibiotics treatments ! can result in bacterial or fungal
endecarditis. Coronary artery lesions, constrictive pericarditis, valvular thickening and regurgitation are the unwanted side
effects of radiotheraphy! °; and also dilate cardiomyopathy can be developed due to toxicity of the chemotherapeutics !
In our case, there was a huge left atrial thrombus due to primary disease and an overlapping aspergillus endocarditis due to
immunosupressive theraphy.

Intracardiac masses have been reported in all chambers of the heart [*. Exploring the nature of the mass, which is the
indicator of the prognosis, is critical. Direct tumor invasion or clot formation can be detected as a mass with TTE and it’s
hard to differentiate a thrombus from a neoplastic mass with echocardiographic imaging. Cardiac MRI generally is
preferred imaging modality for these purpose. Primary cardiac neoplasias are rare and myxoma is the most common
primary cardiac neoplasm 1. In contrast to primary malignant cardiac tumors, metastatic involvement of the heart is
relatively common and a sign of poor prognosis 1. Although left atrial thrombus can be usually seen with atrial arytmias
especially with atrial fibrilation, patients with hematologic malignancies have a different physiopathology to generate
thrombus. In this group of patients, there is a tendency for clot formation due to different causes such as malign cell
derived procoagulant factors, inflammatory cytokines affecting coagulation cascade, prothrombotic effect of the treatment
agents. This prothrombotic state can cause especially deep venous thrombus , with or without pulmonary embolosim,
thrombosis in other vascular sites and rarely intracardiac thrombus can be seen. In our patient there was a huge left atrial
thrombus.

Fungal endocarditis is less common than bacterial endocarditis. There are different series which shows fungal etiology
ranging from 1.6% to 6% % of all endocarditis. Patients with hematologic malignancy have an increased risk for fungal
endocarditis because of the nature of the disease, the immunsupressive effects of the chemotherapeutic drugs, indwelling
central venous catheters and wide spectrum antibiotic use. Candida species are the most common agents but aspergillus
species prevalence is increasing 2. 1t’s hard to diagnose aspergillus endocarditis. Atypical clinical presentation and blood
cultures which are rarely positive makes it difficult to recognize ™. In our case the one clinical presentation was fever.
There was neither embolic phenomenon nor immunologic phenomenon. The blood cultures were negative and there was
no structural heart disease. Patients with immunsupression (hematologic malignencies, solid organ transplants etc.) who
have unknown source of fever must be a debatable endocarditis although blood cultures are negative. Suspicion of
endocarditis in these patients is crucial because the diagnosis depends only on the suspicion. Serial echocardiographic
examinations are critical for the diagnosis of culture negative and fungal endocarditis. Because of the atypical clinical
presentation and failure of isolating the microorganism, demonstration of vegetation is the most powerful way of the
diagnosis. As in our patient, many of the patients have atypical symptoms at the beginning and the echocardiographic
examinations were normal. With serial examinations the new vegetations can be shown and this can be the only way of
diagnosis ***®!. In general, aspergillus endocarditis effects the valves ** or intracardiac device leads . Sometimes mural
aspergillus endocarditis can be seen 57, In our case there was an individual thrombus separate from valves which was
infected with aspergillus fumigatus. Aspergillus endocarditis is a highly mortal disease ¥ and the treatment requires
multidisciplinary approach. Cardiologist, cardiovascular surgeon and infection disease expert must determine the
treatment modalities, time for surgery, and antibiotic treatment duration. As a classical knowledge for fungal endocarditis,
surgery requires nearly all of the aspergillus endocarditis cases. Radical debridement of the necrotic tissue and vegetation
and if necessitate valve replacement or extracting devices may be needed. The agents for medical treatment include
amphotericine B, itraconazole, flucytosine, rifampin. Currently voriconazole is the most popular agent with fewer side
effects and better survival rates than amphotericine B ™, and it is approved for the initial treatment of invasive
aspergillosis.
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4 Conclusion

Intracardiac thrombus formation and infective endocarditis can be seen in patients with haematologic malignancy.
Overlapping of these two conditions is more problematic. At the treatment phase, cardiologist, cardiovascular surgeon and
infection disease expert should make the decision together. In a case of aspergillus endocarditis with a huge intracardiac
thrombus, surgical debridement and systemic antifungal administration should be the treatment modality.
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