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ABSTRACT —— Background. Nonbacterial thrombotic endocarditis (NBTE) is a rare condition characterized by
the formation of sterile, fibrin vegetations on cardiac valve leaflets and can cause critical systemic embolization.
The etiology of NBTE is associated with a hypercoagulable state. Case. A 66-year-old woman was diagnosed with
primary lung adenocarcinoma (cT2aN3MO0, Stage IIIB). She received 4 cycles of chemotherapy with carboplatin
and pemetrexed following 9 cycles of pemetrexed monotherapy. Her lung cancer progressed after 17 months of
first-line chemotherapy, so immune checkpoint inhibitor treatment with atezolizumab was started as second-line
therapy. Several weeks after the administration of atezolizumab, she suffered from generalized edema and dull
throbbing pain in her left leg. She was diagnosed with deep vein thrombosis, and edoxaban was started. Mono-
paresis of the right arm developed, and she visited the emergency room due to passage of bloody stool. Enhanced
computed tomography (CT) scan showed arterial embolism of the right brachial artery, renal infarction of the
right kidney, and active bleeding in the ascending colon. Diffusion magnetic resonance imaging revealed acute
multiple brain infarction. Transesophageal echocardiography revealed a vegetation on the mitral valve, and we
diagnosed her with thrombotic endocarditis associated with a hypercoagulable state due to advanced malignancy.
Mitral valve replacement was performed, and the microscopic findings of the vegetation suggested NBTE. She
received docetaxel alone and prompt initiation of continuous heparin infusion and was discharged 8 weeks after
the operation. Conclusion. We should therefore consider the risk of NBTE after administering immune checkpoint
inhibitors to treat lung cancer in patients developing systemic thromboembolism.
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HOPUARIX, Pt ssDNA Hifk 34.0 U/ml, $t dsDNA Pifk
170 U/ml & Btk zm L, $UV YIREPUE, Pty
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Table 1. Laboratory Findings in the Emergency Room
Hematology Biochemistry

WBC 7020/l TP 6.5 g/dl
Neut. 76% ALB 28 g/dl
Baso. 04% AST 27 1U/1
Eosin. 0.4% ALT 19 IU/I
Mono. 7.7% CPK 57 1U/1
Lymph. 15.5% LDH 614 1U/1
RBC 1.41 x105/pl ALP 200 1U/1
Hb 41 g/dl Y-GTP 13 1U0/1
Het 13.1% T-Bil 0.4 mg/dl
MCV 929 fl Na 137 mEq/!
MCHC 31.3% K 4.1 mEq/I
Plt 4.2x103/ul BUN 26.6 mg/dl
Coagulation Cre 0.74 mg/dl
PT 18.1 sec Glucose 157 mg/dl
PT-INR 155 Serology

APTT 26.4% CRP 6.61 mg/dl
Fbg 136 mg/dl

FDP 1414 pg/ml

D-dimer 24.1 ng/ml

Total PAI-1 90 ng/ml

PIC 135 pg/ml

TAT 49.1 ng/ml
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Table 2. Autoantibodies

Anti-nuclear antibodies 80

Anti-RNP antibodies 2

Anti-Sm antibodies 2.0 U/ml
Anti-Scl-70 antibodies 1.0 U/ml
Anti-Jo-1 antibodies 1.0 U/ml
Anti-ssDNA antibodies 34.0 U/ml
Anti-dsDNA antibodies 17.0 U/ml
Anti-cardiolipin antibodies 8.0 U/ml
Lupus anti-coagulant test (ARVVT) 1.12

Anti-centromere antibodies 50 U/ml
PR3-ANCA 1.0 IU/ml
MPO-ANCA 1.0 IU/ml
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V7 220000 U/H (5000 HiAZEH4 2 {63724 5) & 82

Figure 1. Enhanced computed tomography (CT) showed an arterial embolism of the right brachial artery (A ar-
row), renal infarction of the right kidney. (B arrow), and active bleeding in the ascending colon (C arrow). Diffusion

magnetic resonance imaging revealed acute multiple brain infarction (D and E arrow).
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Figure 2. CT after treatment with atezolizumab (B, D) showed a partial response compared to CT findings before

treatment (A, C).

Figure 3. Transesophageal echocardiography revealed a vegetation at the mitral valve (A arrow), and Doppler
echocardiography revealed mitral valve regurgitation (B).
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Figure 4. The macroscopic appearance showed a vegetation on the anterior (A) and posterior (B) leaflets of the mi-
tral valve. A lower-power view of the microscopic findings showed the valve and vegetation (C). A higher-power
view of the microscopic findings showed that the vegetation was composed of fibrin and platelets without inflamma-
tion (D).
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Figure 5. Clinical course after treatment with atezolizumab.
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