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Disseminated granuloma annulare. 
Clinical experience in an adult patient
Melany Ayala, * Juan Diez De Medina, ** Daniela Callisaya *

A B S T R A C T

Granuloma annulare is a benign, self-limited inflammatory derma-

tosis of unclear etiology characterized by nodular lesions that coalesce 

into annular plaques. Five clinical variants have been described, among 

which the disseminated form is uncommon. Disseminated granuloma 

annulare (DGA) is defined by the presence of more than 10 lesions with 

characteristic morphology distributed throughout the body.

Although its association with dyslipidemia has not been fully esta-

blished, dyslipidemia remains the most frequently reported comor-

bidity. Associations with malignant neoplasms, medications, viral 

infections, vaccines, mesotherapy, botulinum toxin injections, and 

certain HLA subtypes have also been described.

Therapeutic options are varied and include intralesional corticoste-

roids, tetracyclines, systemic retinoids, vitamin E, dapsone, biologic 

agents, laser therapy, and Janus kinase (JAK) inhibitors. In addition, 

nutritional counseling plays an important role because of the potential 

metabolic associations of this condition.

We report a case of disseminated granuloma annulare in a male patient 

successfully treated with dapsone and minocycline after exclusion of 

other potential causes.
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Granuloma annulare is a non-infectious, benign, and 

self-limited inflammatory disease of unclear etiology, 

characterized by the presence of nodular lesions that coa-

lesce into plaques. It occurs more frequently in females 

and in individuals under 30 years of age.1

Cutaneous trauma, ultraviolet radiation, genetic predis-

position, and associations with hematologic malignancies 

such as non-Hodgkin lymphoma, as well as solid tumors 

such as breast cancer and adenocarcinomas, play an im-

portant role in its pathogenesis. Associations with certain 

medications have also been described, including topi-

ramate, nifedipine, amlodipine, calcitonin, allopurinol, 

levetiracetam, TNF-α inhibitors (infliximab, adalimumab, 

etanercept), secukinumab, and tocilizumab. 

Additionally, several viruses have been implicated, in-

cluding HIV, Epstein–Barr virus, hepatitis C virus, par-
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vovirus B19, herpes simplex virus, SARS-CoV-2, and va-

ricella-zoster virus. Finally, cases have been reported 

following the administration of vaccines against measles, 

rubella, mumps, and pneumococcus, as well as after pro-

cedures such as mesotherapy, phototherapy, and botu-

linum toxin injections.1-4 Regarding the pathophysiology, 

the most accepted theory involves the participation of T 

lymphocytes, which produce TGF-β and IL-2. The gene-

ralized variant has been associated with the presence of 

HLA-B35 and HLA-B29.1,2

We present a new case of disseminated granuloma an-

nulare successfully treated with dapsone and minocy-

cline, and we share our clinical experience. 

C L I N I C A L  C A S E

A 25-year-old male from the capital of Bolivia (Sucre), 

with no significant medical history, presented to the 

dermatology clinic with a one-month history of der-

matosis characterized by intense pruritus accom-

panied by infiltrated and arciform plaques with an 

erythematous halo and a pale center. The lesions were 

disseminated on the arms, chest, abdomen, and legs, 

with the largest measuring 15 cm. (Figures 1-5)

Figure 1: Disseminated dermatosis involving the arms, forearms, 
abdomen, and legs, characterized by erythematous plaques, some 
with an arciform configuration.

Figure 3: Erythematous plaques of varying diameter with a pale 
center and annular distribution on the right forearm. 

Figure 4: Erythematous plaques of varying diameter on the inner 
region of the left arm and forearm. 

Figure 2: Annular plaques with a pale center and arciform distri-
bution on the thoracic and abdominal regions. 
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The patient received an oral prednisone pulse (1 mg/

kg/day) for 10 days, with partial remission followed by 

exacerbation of the disease. Due to the clinical sus-

picion of granuloma annulare, a biopsy of an active 

lesion was performed. Histopathological examination 

revealed collagen degeneration associated with a lym-

phocytic infiltrate with occasional histiocytes and 

mild mucin deposition, findings compatible with gra-

nuloma annulare (Figures 6 and 7). The clinical and 

histopathological findings led to the diagnosis of dis-

seminated granuloma annulare.

Laboratory evaluation revealed hypertriglyceridemia 

(202 mg/dL). Measurement of glucose-6-phosphate 

dehydrogenase (G6PD) levels could not be performed 

because the required reagent was unavailable at the 

Figure 5: Confluent arciform erythematous plaques on the inner 
region of the right thigh.

Figure 7: Alcian Blue stain: Mucin deposition in the dermis.  

Figure 6: H&E stain. Preserved epidermis; in the dermis, collagen de-
generation is observed, associated with a lymphocytic infiltrate with 
occasional histiocytes. 

time of evaluation. Treatment with dapsone 100 mg 

daily for 12 weeks was initiated, achieving remission 

of the disease. However, after 6 months, a recurrence 

of the lesions was observed on the left arm (Figure 8), 

while the rest of the body remained without relapse. 

Due to economic limitations, maintenance therapy 

with minocycline 100 mg/day was initiated. Currently, 

the patient remains without new exacerbations (Fi-

gures 9, 10, and 11). In addition, nutritional counseling 

was provided, including a hypocaloric and low-fat diet.
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Figure 8: Six-month follow-up photograph. An infiltrated erythe-
matous plaque is observed on the inner region of the left arm.

Figure 9: Six-month follow-up photograph. No evidence of derma-
tosis on the abdomen and anterior chest.

Figure 10: Six-month follow-up photograph. No evidence of active 
lesions on the right forearm. 

Figure 11: Six-month follow-up photograph. No active lesions on the 
right thigh.

D I S C U S S I O N

Granuloma annulare is a rare entity that affects 

approximately 1% of the population and presents with 

different clinical manifestations. Five clinical forms 

have been described: localized (the most common), 

disseminated, perforating, subcutaneous, and pla-

que-type variants. The disseminated form, which is 

rare and chronic, accounts for approximately 15% of 

cases and is characterized by more than 10 lesions 

distributed throughout the body. Lesions typically 

present as erythematous or skin-colored nodules that 

coalesce into plaques with annular or arciform con-

figurations, accompanied or not by intense pruritus, 

and commonly affect the trunk, abdomen, and extre-

mities.1,3,4 Histopathological examination may reveal 

collagen degeneration, reactive inflammation, and fi-

brosis, as well as a focus of necrobiosis surrounded by 

palisading histiocytes and mucin deposition (the most 

important finding).4

Associations between disseminated granuloma an-

nulare and dyslipidemia, diabetes mellitus, autoimmune 

thyroiditis, rheumatoid arthritis, systemic lupus erythe-

matosus, and celiac disease have been documented.1-3

M. Ayala et al.
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The differential diagnosis includes dermatofibroma, 

dermatomyositis, papulonecrotic tuberculid, Sweet sy-

ndrome, borderline leprosy, erythema elevatum diu-

tinum, erythema marginatum, subcutaneous sarcoi-

dosis, tinea corporis, annular erythema, among others.4,5

No treatment has proven to be completely effective. In 

some cases, lesion remission has been observed after 

biopsy of the lesions, cryotherapy, or even sponta-

neously (isomorphic phenomenon). The use of topical 

corticosteroids has been reported as first-line therapy, 

as well as intralesional triamcinolone, vitamin E, pen-

toxifylline, tacrolimus, isotretinoin, cyclosporine, in-

terferon alpha, hydroxychloroquine, dapsone, tetra-

cyclines, etanercept, and excimer laser therapy, all of 

which have low levels of evidence (level D).1,2,5 Fumaric 

acid esters represent a new and promising therapeutic 

option.6,7 Similarly, favorable results have been reported 

with immunomodulatory therapies such as apremilast, 

infliximab, methotrexate, and JAK inhibitors (topical 

and oral); however, none of them has demonstrated a 

100% cure rate. Treatments with levels of evidence B 

and C include photodynamic therapy and dapsone.8,9

Regarding dapsone, published data indicate that many 

cases have improved after 4–12 weeks of treatment 

with an initial dose of 100 mg/day. Many patients 

remain free of recurrence after discontinuation of the 

drug, although this has not been fully studied. Its po-

tential adverse effects (hemolytic anemia and methe-

moglobinemia) must be considered, as well as caution 

in patients with hepatic or renal impairment, pregnant 

women, and those with glucose-6-phosphate dehy-

drogenase deficiency or folic acid deficiency.10-14

The management of disseminated granuloma annulare 

remains challenging, and the available evidence su-

ggests that the response to dapsone is controversial 

because the effects of the drug may not be durable 

or consistent. Although some authors propose it as a 

treatment option, there are still few case series su-

pporting its use. While there is no definitive treatment 

for DGA, if dapsone is used appropriately and with pe-

riodic monitoring, it may be safe and, in some cases, 

achieve disease remission, without excluding the pos-

sibility of recurrence.14

In our case, the patient achieved clinical remission 

after 12 weeks of treatment with dapsone at 100 mg/

day, with good tolerance and no recorded adverse re-

actions. After 6 months, recurrence was observed; 

however, continuation of dapsone therapy was not 

possible due to economic limitations. Therefore, 

treatment was switched to minocycline, with no docu-

mented exacerbation of the condition.

C O N C L U S I O N

This case provides clinical evidence supporting the se-

quential use of dapsone and minocycline as an affor-

dable therapeutic option for patients with limited eco-

nomic resources. 
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