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Generalized Granuloma Annulare and Non-Hodgkin’s Lymphoma
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Granuloma annulare (GA) is a common, inflammatory
disorder, which is usually considered to have a benign
progression. The generalized variant of GA is relatively
rare and has been reported in association with diabetes,
HIV and some malignant neoplasias, such as breast, cer-
vical, lung, prostate, stomach and ovarian carcinoma. In
particular, the relatively rare association of generalized
GA with malignant lymphomas is not well-recognized.
We describe here the presence of both generalized GA
and Hodgkin’s disease (HD) in a 64-year-old woman.

CASE REPORT

A 64-year-old woman presented to our dermatology
department with a 3-month history of multiple, skin-
coloured papules, several of which had an annular
morphology (Fig. 1 A, B). These lesions were localized
on the head, neck, chest, upper extremities and the dor-
sal surface of the hands. A skin biopsy of a chest lesion
demonstrated a focal degeneration of dermal collagen
surrounded by an infiltrate of mainly histiocytes with

some lymphocytes (Fig. 1C), confirming the diagnosis
of annular granuloma (GA). Given the extension of
the lesions, a diagnosis of generalized GA was made.
Complete blood count with differential demonstrated
anaemia (9.5 g/dl) and 3% abnormal lymphocytes. A
chemistry panel showed a high level of lactate dehy-
drogenase (LDH) (562 IU/I: normal levels: 269-476
IU/1). The patient also reported that she felt weak and
exhibited a weight loss of more than 10% in the last 3
months. Clinical examination revealed that her cervi-
cal and right axillary lymph nodes were enlarged. An
abdominal ultrasound demonstrated splenomegaly.
Both of these aforementioned findings were confirmed
by computed tomography (CT) scan. A haematology
consultation led to a lymph node biopsy in the axillary
region. The histology showed a nodular pattern of
growth reminiscent of germinal centres; hence a diag-
nosis of grade 3 non-Hodgkin’s-diffuse follicular centre
lymphoma was made (according to the World Health
Organization (WHO) and Ann-Arbor classification).
The patient was started on a combination multi-agent
chemotherapy (cyclophosphamide, doxoru-
bicin, vincristine, prednisone) and rituximab
(R-CHOP) for 8 months. However, due to
progressive and rapid clinical deterioration,
the patient died one year later.

DISCUSSION

GA is an inflammatory disorder, which is
usually considered to have a benign progres-
sion. Its clinical variants are classified as lo-
calized, generalized, nodular, perforating and
subcutaneous. Generalized (or disseminated)
GA is thought to account for approximately
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Fig. 1. Generalized granuloma annulare (GA). Multiple skin-coloured papules, several
of which had an annular formation, on (A) the head and neck region, and (B) the upper
chest. (C) Focal degeneration of dermal collagen surrounded by an infiltrate of mainly
histiocytes with some lymphocytes (haematoxylin & eosin, original magnification, x 40).
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. in only 7 patients (3, 4). It is speculated that
GA results from an immunological reaction
stimulated by an as-yet unidentified tumour
antigen.
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We agree with the recent description of Cohen (5),
who used the term “malignancy-associated GA”. Der-
matologists should be aware of this association and
refer patients to a haematologist or an oncologist for
appropriate work-up, especially in cases with rapid
physical decay associated with generalized GA.

The authors declare no conflicts of interest.

REFERENCES

1. Shimizu S, Yasui C, Tsuchiya K. Atypical generalized

Letters to the Editor 485

granuloma annulare associated with two visceral cancers.
J Am Acad Dermatol 2006; 54: S236-238.

. Barksdale S, Perniciaro C, Halling K, Strickler JG. Gra-

nuloma annulare in patients with malignant lymphoma:
clinicopathological study of thirteen new cases. ] Am Acad
Dermatol 1994; 31: 42-48.

. Dadban A, Slama B, Azzedine A, Lepeu G. Widespread

granuloma annulare and Hodgkin’s disease. Clin Exp Der-
matol 2008; 33: 465-468.

. Setoyama M, Kerdel FA, Byrnes JJ, Kanzaki T. Granuloma

annulare associated with Hodgkin’s disease. Int J Dermatol
1997; 36: 445-448.

. Cohen PR. Granuloma annulare associated with malignancy.

South Med J 1997; 90: 1056—1059.

Acta Derm Venereol 93



