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Genital Lymphoma Presenting as Pyrexia of Unknown Origin
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Abstract: Fever/pyrexia of unknown origin is defined as temperature
⬎38.5°C lasting for ⬎3 weeks, of which at least 2 weeks have been spent in
thorough investigations. We present a case of an elderly gentleman who had
pyrexia of unknown origin and whose PET scan was useful to localize the
site of extranodal lymphoma. An 80-year-old gentleman presented with
intermittent fever for past 2 months. He reported loss of appetite and
subsequent weight loss. There was no demonstrable abnormality on clinical
examination. His blood cytology, blood biochemistry, and conventional
radiology were unremarkable. He was referred for a whole-body F-18 FDG
PET/CT scan. The study revealed intense metabolic activity within the penis.
Clinically, there were no signs of inflammation in the genitals. On a
follow-up visit, tenderness was observed during per rectal examination.
Another follow-up sonography revealed inflammation in the epididymis.
Hence, he underwent biopsy of the testicle and scrotal tissue, which revealed
non-Hodgkin lymphoma.
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FIGURE 1. An 80-year-old man presented with intermittent fever of past 2 months. He reported loss of appetite and subsequent weight loss. Penile lymphoma may present with ulcer, mass, and diffuse swelling. However, the present case had no
demonstrable abnormality on local examination.1,2 His blood cytology and blood biochemistry was unremarkable. The liver
functions and renal functions were within normal limits. Ultrasonography of abdomen was normal. Chest radiograph and CT
of the abdomen and pelvis were normal. He was referred for a whole-body F-18 FDG PET/CT scan. The study revealed intense
metabolic activity within the penis (arrow). However, the corresponding CT scan did not reveal any abnormality within the
penis. Clinically, there were no signs of inflammation in the genitals. On a follow-up visit, tenderness was observed during per
rectal examination. Another follow-up sonography revealed inflammation in the epididymis. Hence, he underwent biopsy of
the testicle and scrotal tissue. The causes of pyrexia of unknown origin (PUO) can be divided into infectious, malignancy, autoimmune, and others. Tuberculosis, abdominal, pelvic, dental abscesses, infective endocarditis, and prostatitis are some of the
common infectious causes of PUO. Lymphoma, chronic leukemia, renal cell carcinoma, hepatoma, and colon carcinomas are
some of the malignant conditions for PUO. Rheumatic fever, rheumatoid arthritis, systemic lupus erythematosus, and temporal arteritis are some of the causes of autoimmune disorders, which are accounting for PUO. Certain drugs, sarcoidosis, and
deep vein thrombosis are some other causes of PUO. After thorough clinical examination, blood culture, serology, the imaging tests including chest radiograph, ultrasonography, CT, and MRI of relevant regions, and transesophageal echocardiography were performed for evidence of infective endocarditis. The nuclear medicine procedures included Technetium 99m-Methylene diphosphonate skeletal scintigraphy, Gallium-67 citrate for occult infection, sarcoidosis, and malignancy, Tc-99m-WBC
scan for abdominal or pelvic infections. Positron emission tomography using Fluorine-18-Fluorodeoxyglucose may be performed to look for occult infection or neoplasm as in the present case.
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FIGURE 2. Histology of the right spermatic cord revealed features of Lymphoma. Vascular invasion of the tumor cells was seen
in the left spermatic cord. Extranodal lymphoma may involve organs such as the stomach, gastrointestinal tract, liver, pancreas, thyroid, nervous system, or skeleton.3 Extranodal lymphoma may originate in a non-nodal tissue (primary extranodal
lymphoma) or originate in a nodal site and invade the adjacent extranodal organ, or originate in a nodal site and hematogenously spread to an extranodal site (secondary extranodal lymphoma).4 In the present case, there was no nodal disease.
Lymphoma of the male genital may involve the testis, spermatic cord, or penis. Testicular lymphoma may accounts for 5% of
all the testicular tumors and 1% of all lymphomas. However, penile lymphoma is extremely rare.5 In the present case, the origin of disease was most probably in the penile tissue, with subsequent invasion of the adjacent structures as demonstrated
histologically. Although penile biopsy has been performed in the past to document lymphoma involvement, this was considered risky in view of the patient’s age and immense vascularity of the organ.6,7 In addition to the genitourinary system, primary extranodal lymphoma has been reported at other rare sites such as the biliary tree,8 endobronchial tissue,9 pituitary
gland,10 head and neck such as the hard palate, and sinonasal region.11,12
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