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Summary

Generalized granuloma annulare is a relatively rare skin condition, which is distinguished by the appearance on the skin
surface of elevated arcuate or annular lesions, preferentially disseminated on the extremities and trunk. We report a clinical case
of a 63-year-old woman who presented with asymptomatic, erythematous, annular and arcuate plaques, disseminated on the
trunk, upper and lower limbs, evolving for approximately 6 months. Histopathological examination revealed the presence of
granulomas characterized by histiocytes arranged in a palisade around areas of collagen degeneration and mucin deposition. The
patient is also known to have coronary bypass and vasculitis in the antecedents. Although various therapeutic options for
generalized granuloma annulare are mentioned in the specialized literature, the lack of standardized guidelines is disappointing
for both the physician and the patient, reflecting the rarity of reported cases. Anecdotally cited treatments include cryotherapy,
laser ablation, PUVA, and photodynamic therapy. In our patient, after a session of liquid nitrogen cryotherapy that had a
paradoxically unfavorable outcome, treatment with hydroxychloroquine and topical calcineurin inhibitors was initiated,

resulting in a slight improvement of the lesions.
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Introduction

Granuloma annulare (GA) is a relatively
uncommon inflammatory skin disorder,
distinguished by the development of elevated,
circular or ring-shaped lesions on the surface of
the skin that can affect both children and adults.
It can manifest as a localized condition or as a
disseminated one. There are also less common
variations of this benign condition, including the
patch, perforating and subcutaneous subtypes.

The generalized form of granuloma annulare
(15% of cases) tends to affect various areas of the
body, with a preference for the extremities and
trunk. It is characterized by the presence of
widespread papules and plaques that can be
either erythematous or skin-colored. The
characteristic ring shape occurs in two-thirds of
patients. These lesions vary in size, ranging from

a few millimeters to a few centimeters in
diameter, being asymptomatic or pruritic.

The exact cause of GA remains unknown.
Several potential factors that may trigger the
development of GA have been reported,
including drug exposure (allopurinol, amlo-
dipine, diclofenac), viral infections, insect bites,
vaccinations, trauma or sun exposure. GA can be
potentially associated with diabetes mellitus,
dyslipidemia or malignancy.

Various treatments are cited in the literature
in this field, however guidelines are missing, due
to the scarcity of GDA cases reported; among
these, criotherapy, PUVA, pulsed dye laser and
fractional photothermolysis are anecdotally cited.
Hydroxychloroquine, isotretinoin, and dapsone
are commonly chosen as initial therapies for GA
due to their accessibility and the relatively safe
profile.
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Case report

We report a case of a 63-year-old female
presenting in our dermatology clinic with
asymptomatic, erythematous plaques located on
the trunk (anterior and posterior), upper and
lower limbs for about 6 months. The lesions were
annular, arciform and round, with a diameter
between 0.5 - 4 cm and elevated margins (Fig. 1;
Fig. 2). No other symptoms were associated. The
patient is also known with coronary bypass and
vasculitis in the antecedents.

Immunology testing revealed a slightly
elevated C-reactive protein (CRP = 1.01 mg/dL,
reference interval 0-0.3 mg/dL), while serum
biochemistry showed elevated cholesterol (236
mg/dL, reference interval 0-200 mg/dL) and
triglycerides (166 mg/dL, reference interval 0-150
mg/dL). Blood glucose was in the normal
reference range (96 mg/dL, reference interval 70-
110 mg/dL).

To confirm the diagnosis, we performed two
punch biopsies from the posterior trunk and
histopathological examination revealed granu-
lomas characterized by histiocytes arranged in a
palisading pattern around areas of necrobiotic
collagen with mucin deposition (Fig. 3).

In the case we are presenting, following a
paradoxically unsuccessful cryotherapy session
with liquid nitrogen, the patient was started on
treatment with hydroxychloroquine and topical
calcineurin inhibitors, resulting in mild
improvement of the lesions.

Discussions

Although topical therapies effective for
localized GA may also benefit generalized GA
lesions, their daily use over large skin areas is
often impractical. As a result, systemic treatment
is generally preferred as the initial approach for
generalized GA, with topical therapies used
selectively for the most symptomatic or
treatment-resistant areas.

Hydroxychloroquine is a commonly used
systemic treatment for generalized granuloma
annulare due to its immunomodulatory effects
and relatively favorable safety profile. The typical
adult dose of hydroxychloroquine ranges from 3
to 5 mg/kg per day. While 400 mg daily is a
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Figure 1. Multiple erythematous papules and annulare
plaques on the right shoulder
(image from our clinic)

Figqure 2. Erythematous plaques with elevated margins
located on the anterior trunk
(image from our clinic).

commonly prescribed amount, the dose should
not exceed 5 mg/kg per day to reduce the risk of
ocular toxicity associated with treatment. A
baseline ophthalmologic evaluation is recom-
mended before starting therapy or within the
early stages of treatment. Other possible side
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giant cells, centrally collagen bundles, focally degraded A. Alcian blue, 10X; B. Alcian blue 20X; C. Alcian blue, 40X; D.
H&E 40X.

effects are gastrointestinal distress, cutaneous
drug eruptions, headaches, and cardiotoxicity.

Isotretinoin, an oral retinoid, can be pre-
scribed for generalized GA at a typical dose of
0.5 mg/kg per day, usually for three to four
months. While some patients maintained
remission for over six months, others relapsed
after stopping treatment. Regarding adverse
effects, isotretinoin is teratogenic being contra-
indicated in pregnancy, can cause muco-
cutaneous manifestations (xerosis, cheilitis,
epistaxis and pruritus), hyperlipidemia and
elevated liver enzymes.

Dapsone, a sulfone antibiotic, can be
administered 100 mg/day, usually for a few

weeks to four months. Although dapsone may
represent a potential therapeutic option, the
supporting evidence remains limited. Haemato-
logical adverse effects can occur, such as
hemolysis, agranulocytosis or methemo-
globinemia.

Narrowband ultraviolet B phototherapy is
another alternative treatment. Clinical impro-
vement is generally observed after use three
times per week for a minimum duration of two
months. It can also cause some adverse effects,
such as xerosis, pruritus, erythema or
photoaging.

If the disease remains refractory after these
therapeutic options, the following can also be
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used: TNF-alpha inhibitors, cyclosporine,
apremilast, oral JAK1 inhibitors, or PUVA
(psoralen plus ultraviolet).

- TNF-alpha inhibitors: limited evidence
suggests that adalimumab and infliximab
may be effective treatments, to differen-
tiate it from etanercept, which has not
proven effective for granuloma annulare.
Usual doses for adalimumab are 80 mg
first dose followed by 40 mg/week and for
infliximab are 5mg/kg at weeks 0, 2, 6 and
every 8 weeks with improvement within
two months.

- Cyclosporine has potentially serious
adverse reactions (kidney failure, hepato-
toxicity, infections or malignancy), but
evidence from case reports suggests a
potential benefit of this treatment. Usual
dose is 3 to 4 mg/kg per day with impro-
vement within one month.

- Apremilast, an oral phosphodiesterase 4
inhibitor, is another option for refractary
disease. The benefits of apremilast include
its relatively good safety profile and the
absence of routine laboratory monitoring.
The usual adult dose of apremilast is 30 mg

Bibliography

twice daily after an initial titration
schedule.

- Oral JAK1 inhibitors: improvements in
generalized GA have been reported in case
studies with JAK inhibitors such as
upadacitinib (15-30 mg/day), baricitinib
(2-4 mg/day), abrocitinib (100-200
mg/day), and tofacitinib (5 mg twice
daily) with improvement whitin two
months.

- PUVA therapy consists of administering a
photosensitizing agent followed by UVA
light exposure, usually performed appro-
ximately twice per week. Adverse effects
are nausea, pruritus, skin aging, and risk
for cutaneous malignancies.

Conclusions

Generalized granuloma annulare is a rare
skin condition with challenging treatment. It is
useful for dermatologists to consider this disease
and correlate it with potential associated factors.
In the case of our patient, it remains to be
investigated what exactly is the cause of the
disease and how the treatment response
progresses.
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