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Abstract

Malignancies have demonstrated the ability to metastasize to cardiac tissue. However, an op-
timal diagnostic algorithm for cardiac tumors has not yet been established, due at least in part
to the scarcity of symptomatic cases. Several case reports describe how the usage of '8F-la-
beled fluorodeoxyglucose positron emission tomography ("F-FDG PET) incidentally revealed
cardiac neoplasia. This modality, which indicates uptake sites of the radioisotope ®F-FDG, al-
lows for whole-body imaging and is often used for preoperative determination of malignant
metastasis or for assessing response to therapy over time. However, findings of false positiv-
ity are often reported due to increased FDG avidity caused by a range of other, nonmeta-
static processes, most notably inflammation and infection. In this case report, an 84-year-old
male with stage IV non-small cell lung cancer presented a clinical course, echocardiogram,
and "®F-FDG PET-CT findings that were suggestive of endocardial metastasis. Nine months
into therapy, after extensive consultation, the patient finally consented to a more complete
workup using cardiac MRI (CMRI), which showed no evidence of cardiac metastasis. This case
report supports the utility of CMRI as a means of further interpreting intracardiac, localized
FDG uptake foci in PET-CT findings, in order to avoid false positivity and further refine pro-

posed cardiac differential diagnoses in cancer patients. © 2020 The Author(s).
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Introduction

Multiple malignancies have demonstrated the ability to metastasize to cardiac tissue.
While this metastatic course is uncommon, the incidence has increased over the last decade
due to improved survival rates among cancer patients [1]. In postmortem evaluations, cardiac
metastasis has been reported to occur in up to 9.1% of patients with advanced cancers [2].
The most common primary malignancies associated with cardiac metastasis reported in the
literature are lymphomas, melanoma, breast cancer, and lung neoplasms [3-5]. In lung cancer,
specifically, cardiac metastasis may occur through lymphatic or hematogenous channels, as
well as by direct extension [6].

While the risk of complications from cardiac metastasis is relatively low, the potential
clinical manifestations range from mild to life-threatening. When present, common signs and
symptoms may include nonspecific symptoms such as dyspnea, palpitations, and atrial
arrhythmias. In the extreme, intracavitary heart masses may cause cardiogenic shock due to
outflow obstruction, pulmonary emboli (if originating in the right heart), and stroke (if origi-
nating in the left heart) [2].

To date, an optimal diagnostic algorithm for cardiac tumors has not yet been established,
due at least in part to the scarcity of symptomatic cases [7]. Associated electrocardiogram
findings indicating possible cardiac involvement include ST changes, heart blocks, or new-
onset arrhythmias, though none of these are pathognomonic [8]. Therefore, cardiac imaging
provides an increasingly important means of evaluation for progressive malignant processes.

Echocardiography is generally the preferred initial cardiac imaging modality, allowing
characterization of the site, size, and shape of cardiac tumors [9]. However, echocardiography
is limited by a poor acoustic window in certain patients, no tissue characterization, and
operator dependence [10]. Additionally, delineation of the endomyocardial border can be
challenging [11], which limits the capacity of this modality to evaluate intracardiac tumors.

A number of case reports describe instances whereby ®F-labeled fluorodeoxyglucose
positron emission tomography (*®F-FDG PET) incidentally revealed cardiac neoplasia [12-
18]. This modality, which highlights uptake sites of the radioisotope '8F-FDG, allows for
whole-body imaging and is often used for preoperative determination of malignant metas-
tasis or for assessing response to therapy over time [9]. However, findings of false positivity
are often reported due to increased FDG avidity caused by a range of other, nonmetastatic
processes, most notably inflammation and infection [10].

The gold standard for the definitive diagnosis of cardiac tumors is tissue examination
following biopsy or specimen collection during surgery. However, this diagnostic power may
oftentimes be overshadowed by the risks of invasiveness of biopsy and, to a greater extent,
surgery. Cardiac MRI (CMRI), on the other hand, is quickly becoming the reference standard
for anatomic and tissue evaluation of cardiac neoplasia [11]. To our knowledge, however,
there are no specific guidelines that describe the use of CMRI in the workup for potential
cardiac metastasis.

Herein, we present the case of an 84-year-old male with stage IV non-small cell lung
cancer (NSCLC) whose clinical course, echocardiogram, and ®F-FDG PET-CT findings were
suggestive of endocardial metastasis. Nine months into therapy, after extensive consultation,
the patient finally consented to a more complete workup using CMRI, which showed no
evidence of cardiac metastasis. Prior to the MRI findings, the clinicians had held a high
suspicion of progressive cardiac involvement, which would have directed a different
management plan for this patient. This case report supports the utility of CMRI as a means of
further interpreting intracardiac, localized FDG-uptake foci in PET-CT findings in order to
avoid false positivity and further refine proposed cardiac differential diagnoses in cancer
patients.
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Case Presentation

The presented patient is an 84-year-old male with known hypertension, dyslipidemia,
mitral valve prolapse with a focal flail segment (portion of P2), and a smoking history of 40
pack-years (quit 20 years prior to the first encounter). He was emergently admitted after
three episodes of exertional dyspnea over a 1-month period had progressed to dyspnea
occurring at rest. He was found to have a large left pleural effusion on chest radiography. A
CT scan confirmed the effusion to be overlying a 3.5-cm anterior left upper lobe (LUL) consol-
idation. There was also associated near-complete left lung atelectasis. Thoracentesis of 2,500
mL of pleural fluid was performed, and a sample sent for microbiologic and cytologic analysis.
The fluid was exudative by standard parameters. The cultures were negative for acid-fast
bacilli, fungi, and anaerobic organisms; cytology was negative for the presence of malignant
cells. The next day, the patient had been stabilized and was comfortable. He was consequently
discharged with instructions to return for follow-up with a pulmonologist at the clinic and a
prescription of oral azithromycin for possible community-acquired pneumonia.

An 8F-FDG PET-CT was performed, identifying an FDG-avid LUL mass. There was also
mediastinal and bilateral hilar adenopathy, as well as an intracardiac focus of FDG avidity.
This was further described as a 1.5-cm FDG-avid hypodense nodularity within the anterior
papillary muscle, with a maximum standard uptake value of 112.3. The patient refused further
evaluation with CMRI, as recommended by the medical team due to anxiety surrounding the
machine and test. A brain MRI was thus also not performed, but the suspicion for brain metas-
tasis was low due to the absence of neurologic symptoms and an unremarkable neurologic
physical examination.

At the time of admission, the patient was also found to be hyponatremic. This was
considered a paraneoplastic syndrome of inappropriate ADH secretion, to be managed with
treatment of the primary malignancy. Biopsy of the LUL mass showed a poorly differentiated
carcinoma with sarcomatoid features, a rare histological subtype of NSCLC known to have a
poor prognosis. Molecular profiling demonstrated high PD-L1 expression (>50%), wild-type
EGFR, and negative ALK and ROS1 mutations. The patient was consequently started on immu-
notherapy with 200 mg intravenous (IV) pembrolizumab every 21 days. A second PET-CT
was performed 2 weeks after his third cycle of immunotherapy, showing a partial response
to treatment as well as resolution of the intracardiac focus. Four months into his treatment,
the patient experienced bilateral leg swelling. He was evaluated for thrombosis and cardio-
genic causes of peripheral edema. Lower-extremity Doppler ultrasound showed no evidence
of deep vein thrombosis. The erythrocyte sedimentation rate (88 mm/h), C-reactive protein
level (2.9 mg/dL), troponin T level (<0.010 ng/mL), EKG (unremarkable), and echocar-
diogram (stable severe mitral regurgitation and a left ventricular ejection fraction >60%)
showed no evidence of myocarditis. The peripheral edema was managed with compression
stockings and physical therapy. Two subsequent interim PET-CT scans, spaced 2 months
apart, also did not reveal intracardiac FDG avidity; however, 9 months into treatment, his
PET-CT showed arecurrent focus of FDG avidity in the left ventricle at the same site as initially
noted despite continuing response at other metastatic sites (Fig. 1). The patient was reedu-
cated on the importance of anatomic imaging once again with the explanation that confirmed
cardiac metastasis may warrant a treatment regimen change, and possibly even a surgical
intervention. The patient underwent CMRI with and without IV contrast 1 month later,
showing no evidence of an intracardiac mass.

At the time of this report, the patient had received 15 cycles of pembrolizumab, and as a
result of the CMRI findings, he did not require any alteration of therapy or surgical inter-
vention.
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Fig. 1. Timeline of 8F-FDG PET-CT findings, tracked with a pembrolizumab regimen and other diagnostic
testing modalities. A transient intracardiac ®F-FDG avidity focal point on PET-CT is indicated by white ar-
rows.

Discussion

The high clinical suspicion of cardiac metastasis in this case was supported by a number
of elements surrounding the ®F-FDG PET-CT findings. Most importantly, one must note the
timing and the progression of these findings. First identified at a pretreatment stage, the
intracardiac uptake seemingly resolved upon initiation of pembrolizumab. This matched the
improvement that was also seen at the primary tumor and other sites of metastasis, until
eventually the ventricular avidity recurred independently 9 months into treatment. Secondly,
diagnostic power was limited by the tests the patient had consented to before he eventually
agreed to undergo CMRI. The cardiologists could not rule out the presence of an endomyo-
cardial mass on echocardiography. The EKG findings were unremarkable. The risk of biopsy
or surgical resection was considered too high in this 84-year-old male with multiple comor-
bidities. Alternatively, the recurrence of cardiac avidity was not associated with clinical signs
of other potential entities on the differential diagnosis, such as an infectious process like
endocarditis (fever, new-onset or worsening murmur, dermatologic or nail bed findings, etc.).

Also notable is the known entity of pseudoprogression. Recurrence of, or an increase in,
avidity on '8F-FDG PET-CT most likely represents real disease progression in cases of true
metastasis. However, there are reported cases in NSCLC whereby tumor response was
preceded by apparent progression on imaging [19-23]. Pseudoprogression is likely due to
inflammatory infiltration associated with immunotherapeutic agents [24], and it is usually
noted during early stages of treatment. Suyanto et al. [23], however, reported pseudopro-
gression occurring as late as 15 cycles into treatment with nivolumab. Eshghi et al. [25]

KARGER

215



(ase Reports in Case Rep Oncol 2020;13:212-218
0I1C0|Ogy DOI: 10.1159/000505534 | © 2020 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

Bilani et al.: Multimodal Imaging Approach to Mitigate False Positivity in Cardiac
Metastasis

described a case of NSCLC that progressed to axillary and supraclavicular lymph nodes 15
weeks into a course of nivolumab. This progression responded favorably 5 weeks later while
on the same treatment regimen. This variability in documented pseudoprogression poten-
tially reflects the dynamic tug-of-war between an enhanced immune response and tumor
virulence. This process is not limited to the primary site of disease. Kim et al. [22] reported a
case of NSCLC with pseudoprogression at a metastatic site causing intestinal perforation.

CMRI performed 1 month later - which was not suggestive of cardiac involvement, at
least at the time of imaging - directed the course of management in this case. While echocar-
diography showed stable cardiac function, findings on PET-CT correlated well to the patient’s
clinical presentation (i.e., worsened dyspnea, exercise intolerance, etc.). Biopsy or surgical
evaluation would have posed a significant risk for this elderly male with multiple comorbid-
ities. Radiation oncology and interventional radiology would have been consulted to explore
options for local therapy. Additionally, platinum-based chemotherapy would have been
considered to supplement the patient’s immune checkpoint inhibitor therapy based on data
showing prolonged survival in metastatic NSCLC when pembrolizumab was combined with
pemetrexed and a platinum agent [26]. Thus, CMRI spared this patient from additional diag-
nostic or therapeutic procedures that each carry their own set of risks. Data on the sensitivity
and specificity of CMRI compared to other imaging modalities in diagnosing cardiac metas-
tasis are limited. In one cohort study of 59 patients, however, CMRI could differentiate
between neoplastic and nonmalignant masses 100% of the time [9]. As other imaging modal-
ities, itallows for anatomic evaluation. However, the resolution of CMRI imaging also provides
more insight into tissue composition. PET-CT is known to be less specific as inflammatory
cells will also cause increased FDG avidity, most commonly in the context of infection.
However, increased uptake has also been reported in postischemic or infarcted tissue [27-
29], atherosclerosis [30], physiological papillary muscle [31], hypertrophied papillary muscle
[32], and postoperative contexts [32]. To our knowledge, there are no reported cases of
chronic mitral regurgitation due to prolapse being a cause of increased FDG avidity. An
irregular pattern of ventricular uptake in normal physiological states is not uncommon. Even
diet has been shown to alter myocardial uptake, which is why guidelines recommend a low-
carbohydrate diet and prolonged fasting leading up to oncological PET-CT scans [7, 33]. Focal
areas of increased and decreased uptake should not be considered sites of disease in the
absence of a supporting cardiac history, since these may represent normal inter-patient vari-
ation [31, 34]. Of course, this variation is less clear-cut in real-world cases such as the one
presented, where common and dynamic pulmonary or cardiac comorbidities complicate the
diagnostic pathway.

The diagnostic and prognostic utility of CMRI continues to evolve, making it the reference
standard for evaluation of many cardiac pathologies. As of yet, there are no diagnostic guide-
lines describing the use of CMRI to rule out cardiac involvement in malignancy. Zhu et al. [9]
propose a diagnostic algorithm including CMRI based on one single-center cohort study. This
case highlights the significance of a multimodal approach that includes CMRI early in the
evaluation in order to help minimize medical resource utilization and radiation/surgical
exposure in patients.

Statement of Ethics

IRB approval was not required for this case report. All information presented is de-iden-
tified and the patient has provided consent for this case to be written.
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