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INTRODUCTION
Early signs of relapse lymphoma may include ‘B’ symptoms 
(weight loss >10% of body weight over the last six months, 
fevers >38°c, and drenching night sweats), as well as 
biochemical parameter changes, such as elevated LDH. These 
symptoms may precede actual nodal enlargement by several 
months (1). We report on a 37-year-old male with a three-month 
history of nightly urticaria, presumed to be the first indication 
of relapsed Grey Zone Lymphoma (GZL). After a thorough 
literature review, we believe this is the first case of relapsing 
and remitting lower extremity urticaria as an initial indicator of 
relapsed lymphoma.

CASE DESCRIPTION

A 37-year-old Caucasian male presented to clinic complaining of a 
recurrent pruritic rash that would appear on his lower extremities 
every evening for the past three months. Over this period, he 
used oral antihistamines, topical steroids and dietary modification, 
with no evident benefit. Night sweats began during the third 
month, and two weeks prior to review he developed a tender 4cm 
mass in his left groin.

DISCUSSION

Although the connection between the urticarial 
lesions and return of the lymphoma was 
suspected, imaging had not confirmed the 
disease relapse until almost 3 months had 
passed from their first presentation.

In two studies following patients with chronic 
urticaria, there had been no increase in 
detected malignancies (2,3). Castelli et al 
reported angioedema occurring as a first 
presentation in lymphoproliferative disorders. 
These cases presented with involvement of 
the face, hands, feet, and mucus membranes, 
with biochemical abnormalities associated 
with C-1 esterase inhibitor deficiency (4). 
We had no laboratory data suggesting this 
possible etiology.

The escalation and rapid disappearance of 
the urticaria as the lymphoma worsened 
and was successfully treated suggest 
these symptoms likely represented a 
preclinical immunological expression of the 
lymphoma. The nature of this abnormality is 
unknown and merits further exploration.

His past medical history included Stage III Grey 
Zone Lymphoma (treated in 2009 with R-CHOP 
achieving a Complete Response), and mild 
hypertension.

On clinical review the only abnormality evident 
was inguinal adenopathy. The urticaria was 
never evident during clinical review, however 
the patient’s wife documented the nightly 
presentation of these skin changes (Images 1, 
2). The lesions never involved the hands, feet, 
or mucus membranes. 

Laboratory data revealed an LDH two times 
normal. Imaging revealed mediastinal, hilar, 
inguinal, and retroperitoneal adenopathy. 
Excisional biopsy of the enlarged lymph node 
confirmed recurrent lymphoma with similar 
characteristics to initial disease from 2009. He 
was diagnosed with recurrent Stage III GZL.

He received three cycles of R-ICE chemo in 
preparation for an autologous transplant. By 
day two of his initial R-ICE chemotherapy, the 
urticaria had resolved and has not returned.

Recurrent nightly urticaria that involved the  
lower extremities 
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