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CASE REPORT
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Purpose: Recurrent inflammatory fevers with multisystem involvement occur clinically and may indicate an autoimmune disease.
Case: We present a young male diagnosed with pulmonary embolism who experienced recurrent fever during hospitalization and was
unresponsive to antibiotics and antipyretics. A follow-up history revealed chronic oral and genital ulcers, leading to a final diagnosis of
Behget’s disease.

Conclusion: The patient’s temperature normalized rapidly after corticosteroid therapy, and infection markers returned to normal.
Complete remission was achieved with immunosuppression and glucocorticoid therapy. Reporting characteristics, treatment experi-
ence, and outcomes of such cases are essential to inform future diagnosis and management strategies.
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Introduction
Recurrent inflammatory fevers with multisystem involvement occur clinically, and autoimmune diseases are important
diagnoses to consider in such patients. Behget’s disease (BD) is a chronic systemic inflammatory vasculitis affecting
arterial and venous vessels across various organs.' The disease presents with a wide range of clinical manifestations,
including cutaneous, joint, digestive, pulmonary, and cardiovascular manifestations.” This variability necessitates the
involvement of physicians from multiple specialties, making early diagnosis challenging.

We describe the unusual case of a young male who was initially presented with fever and pulmonary embolism. His
fever persisted despite treatment with antibiotics, antipyretics, and other conventional therapies, leading to a final clinical
diagnosis of BD.

Case Presentation

A 35-year-old male with a 2-day history of chest tightness and fever was admitted to the emergency department on
July 13, 2022. His medical history included lower extremity venous thrombosis, pulmonary nodules, cardiac surgery, and
hypertension. Two days ago, he experienced significant dyspnea accompanied by intermittent fever and chills. His
physical examination revealed a temperature of 38.7°C, with rapid respiration but no other obvious abnormalities. The
laboratory results were as follows: WBC, 12.65 x 10°/L; neutrophils, 85%; CRP, 65 mg/L; ESR, 55 mm/h; and D-dimer,
26.12 mg/L. Venous ultrasound revealed thrombosis in the common femoral vein, bilateral external iliac veins, and left
superficial femoral vein in both lower limbs. ECG indicated sinus tachycardia. Pulmonary CTA indicated embolism in
both lower pulmonary artery branches, a new embolus in the right lower pulmonary artery branch, and exudative changes
in the lower lobes of both lungs (Figure la and b).
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Figure | Imaging changes in CTA contrast enhancement of the pulmonary artery at the same level before and after treatment. (a and b) CTA images indicating occlusion of
the lower lobe branches of the right and left pulmonary arteries before treatment. (c and d) CTA images after two weeks of hormonal and immunosuppressive therapy.

The patient was transferred to the respiratory department with a diagnosis of pulmonary embolism (PE). During the
night, his temperature spiked to 39.5°C, accompanied by chills. Despite an empirical escalation of anti-infective therapy
with meropenem and linezolid, his fever persisted, reaching a peak of 39.8°C on the fifth day of hospitalization. Blood
and sputum cultures were negative. The patient reported experiencing a similar high fever two months earlier following
cardiac surgery, which had subsided with anti-infective and antipyretic treatment. Two months earlier, an esophageal
echocardiogram had indicated a hyperechoic right atrium with a widened coronary sinus (Figure 2a). On May 13, 2022,
he underwent surgery to remove an intracardiac mass. Intraoperative findings revealed a 3 x 3 cm cystic mass containing
yellow cloudy fluid in the coronary sinus of the right atrium. Intraoperative cryopathologic analysis indicated inflam-
matory exudation with necrotic tissue and infiltration of inflammatory cells (Figure 2b). The cardiology department
consulted with hematology, infection, and vascular departments before and after the surgery, suspecting tuberculosis and
fungal infection; however, a definitive diagnosis was not reached. Physical examination revealed multiple ulcers (0.2—
0.8 cm in diameter) on the patient’s bilateral lower extremities, groin, and scrotum, along with scattered old rashes.
Examination of the oropharynx indicated multiple ulcers on the tongue and labium.

Figure 2 (a) Ultrasound imaging of the right atrial mass. (b) Postoperative pathology of the atrial mass. (c) Skin biopsy: epidermal ulceration with lipofuscinosis.
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On the 7th day of hospitalization, the patient underwent a skin biopsy, which revealed epidermal ulceration with
lipofuscinosis (Figure 2c). BD was diagnosed after a multidisciplinary discussion involving rheumatology, cardiac
microvascular surgery, pathology, dermatology, vascular surgery, and ultrasonography, based on the International
Criteria for Behget’s Disease (ICBD). After multidisciplinary consultation, a treatment plan was initiated, including
methylprednisolone at 80 mg per day for two weeks, with 60 mg per day for three months (reduced by 5 mg weekly to
reach 5 mg daily), cyclosporine at 200 mg per day, and warfarin to maintain a target international normalized ratio of
2.0-3.0. The patient’s temperature normalized rapidly after starting treatment, with ESR and CRP levels returning to the
normal range. He was discharged 14 days after admission without significant adverse reactions. Two weeks post-
treatment, pulmonary artery CTA indicated the disappearance of emboli in the right lower pulmonary branch and
a reduction in the size of emboli in the left lower pulmonary branch (Figure 1c and d). The patient remained in remission
during nine months of follow-up, with regular adjustments to his medication by rheumatology.

Discussion

BD is a chronic, relapsing, autoimmune vasculitis that affects multiple systems and is characterized by recurrent oral and
genital aphthous ulcers, ocular disease, and skin lesions. No single presentation is definitive for its diagnosis." BD
predominantly affects young adult males and is most commonly observed along the Silk Road, with prevalence rates
ranging from 20 to 420 per 100,000 in Turkey and 80 per 100,000 in Iran, to 0.64 per 100,000 in the UK.

In our clinical case, the patient had a history of recurrent mucocutaneous lesions, including oral and genital ulcers, which
are key clinical features of BD. In retrospect, he met the diagnostic criteria for BD (ICBD score > 4 points®), but the diagnosis
was delayed for many years due to the patient’s lack of attention to these symptoms. This case underscores the importance of
conducting a comprehensive physical examination. When a patient presents with specific symptoms, a thorough physical
examination, coupled with a detailed medical history, can guide the physician toward the correct diagnosis.

Fever was a recurrent symptom in this patient, and repeated unexplained high fevers should raise concern. The patient
was presented with a fever during both hospitalizations at our facility. Based on his clinical presentation and examination
findings, we identified common causes of fever, such as sepsis, lymphoma, and common connective tissue diseases. PE
was another significant manifestation in this case, making septic pulmonary embolism (SPE) a consideration. In patients
with a systemic acute inflammatory response or sepsis, SPE should be suspected if there are signs and symptoms of
pulmonary involvement.” The focus of SPE is on identifying the primary source of infection and initiating appropriate
anti-infective therapy.® Although infectious fever was initially considered, and symptomatic treatment with antipyretics
and antibiotics was administered, escalating antibiotics failed to reduce the fever. This indicated the need for further
clinical evaluations and additional considerations, especially when the patient lacks a history of trauma or other factors
typically associated with PE. Ultimately, BD-associated vasculitis explained the patient’s condition.

The thrombotic manifestations of BD are believed to result from active vasculitis in the affected vascular bed, most
commonly in the venous vessels of the lower extremities, though the cardiovascular system can also be involved.”® Our
patient initially presented with lower extremity venous thrombosis, and subsequent treatments with warfarin and rivaroxaban
yielded unsatisfactory results. Systemic anticoagulation is the cornerstone of treatment for venous thromboembolism,
regardless of the underlying cause. However, in this case, the thrombosis was due to BD-induced vasculitis, and antic-
oagulation alone was insufficient to control the disease. The patient was later found to have an atrial heart mass and PE,
which is relatively uncommon in BD. When a young patient presents with a right atrial mass, it is important to identify not
only myxoma but also malignancy, infectious vegetation, and intra-atrial thrombus. Additionally, in cases of unexplained PE
with uncertain risk factors and a poor response to anticoagulation, considerations should include thrombotic disorders,
infectious diseases, autoimmune diseases, and cancer (Figure 3). Autoimmune disorders such as systemic lupus erythema-
tosus (SLE) and antiphospholipid antibodies (APLA) can be present with thrombotic events. SLE patients, particularly those
under 35 years old, have an elevated risk of deep vein thrombosis and PE.” Acquired thrombophilia, such as APLA, plays
a significant role in the development of chronic thromboembolic pulmonary hypertension.'® Young patients who experience
unprovoked PE or PE triggered by minor risk factors should be tested for autoantibodies, including APLA.'® PE may also
indicate underlying thrombotic disorders, possibly related to a hypercoagulable state, such as the Factor V Leiden mutation.''
Therefore, systematic testing of the coagulation system and gene sequencing are warranted when necessary. The right atrial
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Figure 3 Flow diagram of diagnostic ideas and differential diagnosis in the manifestation of right atrial mass and pulmonary embolism in our case.

mass, in this case, was determined to be an intracardiac thrombus after multidisciplinary consultation. Patients who are
initially present with cardiac or cardiovascular manifestations often undergo multiple visits or referrals before a diagnosis of
BD is made. The high rates of underdiagnosis and misdiagnosis of BD, particularly when it involves the cardiovascular and
pulmonary systems, should be taken seriously.

Conclusion

Our report underscores that recurrent, unexplained fever and PE, particularly in a young male, should prompt strong
suspicion of BD or other autoimmune disorders. A thorough history, including inquiries about oral and genital ulcers as
well as skin conditions, should be obtained, and a comprehensive physical examination should be conducted.
Immunosuppressive therapy combined with anticoagulation is currently the preferred treatment approach. Further
dissemination of clinical experiences and studies is essential to enhance clinicians’ understanding of BD and explore
treatment options in greater depth.
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