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ABSTRACT

Disseminated granuloma annulare (DGA) is an
inflammatory skin disorder characterized by
more than 10 erythematous, raised, ring-shaped
plaques. Its treatment remains challenging,
with conventional therapies showing variable
efficacy. We report the case of a woman in her
50s with a 2-year history of DGA refractory to
multiple treatments. Given the recent evidence
of the role of the Janus kinase-signal transducer
and activator of transcription (JAK-STAT) path-
way in the granuloma annulare pathophysiol-
ogy, treatment with upadacitinib 30 mg per day
was started with rapid effectiveness and good
tolerance. This case underscores the potential of
JAK inhibitors as promising therapeutic options
for recalcitrant granuloma annulare.
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Key Summary Points

The role of the Janus kinase-signal
transducer and activator of transcription
(JAK-STAT) pathway in the
pathophysiology of granulomatous skin
diseases pathophysiology has recently
been reported.

Treatment with upadacitinib 30 mg per
day was rapidly effective and well
tolerated in a female patient in her 50s,
with recalcitrant disseminated granuloma
annulare.

Safety profile was reassuring; induced lipid
changes were easily managed.

INTRODUCTION

Granuloma annulare (GA) is an inflammatory
skin disease characterized by erythematous,
raised, ring-shaped plaques, which may be
localized or disseminated (DGA) when defined
by at least 10 plaques [1]. Association with dis-
eases such as diabetes, hyperlipidemia, autoim-
mune thyroiditis, or hepatitis C remain
uncertain [2]. Genetic predisposition (e.g., HLA-
B35) has been observed in rare cases of familial
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occurrences of GA [3]. Treatment can be diffi-
cult and challenging, particularly in diffuse and
generalized forms. Various conventional treat-
ments (systemic corticosteroids, phototherapy,
antimalarials, dapsone, etc.) have been pro-
posed on the basis of case reports or clinical
experience, with variable effectiveness [4].
However, to date, there is no evidence-based
treatment. The potential effect of biological
agents on DGA is still unclear; remission and
induction of GA have been reported with tumor
necrosis factor alpha (TNFa) inhibitors or anti-
interleukin (IL)-17 [5].

CASE

We report the case of a woman in her 50s who
presented to our dermatology consultation with
a 2-year history of DGA. The patient was
otherwise healthy, her past medical history
included livedoid vasculopathy (currently in
remission). Initial diagnosis of DGA had been
confirmed by skin biopsy and previous treat-
ments—including topical corticosteroids,
hydroxychloroquine (200–400 mg/day for
1.5 years), doxycycline (200 mg/day for
2 months), methotrexate (12.5 mg/week for
2 months), and vitamin E—had all yielded poor
response. The patient reported no systemic
symptoms. Clinical examination revealed
numerous large and extended ring-shaped pla-
ques on both legs, upper limbs, hands, and feet
(Fig. 1). Laboratory workup (including C-reac-
tive protein, complete blood count, renal and
hepatic functions, lactate dehydrogenase, fast-
ing plasma glucose, hepatitis, and HIV serolo-
gies) was normal. Given the recalcitrant and
extensive nature of the lesions, and the recent
evidence of the role of the Janus kinase-signal
transducer and activator of transcription (JAK-
STAT) pathway in the GA pathophysiology [6],
treatment with upadacitinib 30 mg per day was
started (the patient provided written informed
consent after discussion of the risk–benefit bal-
ance and possible adverse effects). At follow-up
visit 2 months later, lesions had almost all dis-
appeared (Fig. 2A, B) and complete remission
was achieved after 6 months (Fig. 2C, D).
Upadacitinib was well tolerated; an increase of

total cholesterol (233 mg/dL; normal
value\190 mg/dL) and LDL-cholesterol
(135 mg/dL; normal value\115 mg/dL) was
controlled with atorvastatin 20 mg daily.
Treatment was stopped after a total of
10 months, with no disease recurrence at the
2-month follow-up visit.

DISCUSSION

Evidence of the involvement of T helper (Th)1/
Th2 cytokines and innate immunity (IL-1b, IL-
6, TNFa) in the activation of the JAK-STAT
pathway and thereby, in GA pathogenesis, has
opened the way to new therapeutic options,
especially for recalcitrant cases [6, 7]. Few cases
of patients with DGA treated orally with tofac-
itinib (oral JAK1/3 inhibitor) [8], baricitinib
(oral JAK1/2 inhibitor) [9, 10], and only two
patients with upadacitinib (oral JAK1 inhibitor)
have been reported [11, 12]. In the last two
cases, a 15 mg daily dosage of upadacitinib led
to an almost complete regression of the disease
respectively after 1 month [11] and 4 months
[12]. No information about safety/tolerance was
provided. Despite having treated our patient
with a higher dosage of 30 mg daily, the treat-
ment was well tolerated inducing only easily
controlled lipid changes. Although our clinical
observation is limited to a single clinical case, it
contributes to the growing literature in this
area. The close therapeutic responses between
our case and the two previous reported cases
suggest that the use of the 15 mg dose could be
just as effective, with fewer risks of side effects.

CONCLUSION

This observation, in line with other rare cases
reported in the literature, is very encouraging
for the rapid effectiveness and good tolerance of
JAK inhibitors, and in particular upadacitinib,
in the treatment of recalcitrant DGA. Larger
cohort studies or clinical trials are warranted to
confirm these findings.
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Fig. 1 Clinical features of disseminated granuloma annulare at baseline

Fig. 2 Clinical improvement after 2 months of upadacitinib treatment (A, B), and after 6 months (C, D)
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4. Lukács J, Schliemann S, Elsner P. Treatment of
generalized granuloma annulare—a systematic
review. J Eur Acad Dermatol Venereol. 2015;29(8):
1467–80. https://doi.org/10.1111/jdv.12976.

816 Dermatol Ther (Heidelb) (2024) 14:813–817

http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://doi.org/10.1007/s40257-013-0029-5
https://doi.org/10.1007/s40257-013-0029-5
https://doi.org/10.5826/dpc.1204a173
https://doi.org/10.1016/j.jdcr.2021.09.023
https://doi.org/10.1016/j.jdcr.2021.09.023
https://doi.org/10.1111/jdv.12976


5. Dopytalska K, Gabzdyl N, Szczerba M, Szymańska E,
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Laar JM. Interleukin-6, its role in fibrosing condi-
tions. Cytokine Growth Factor Rev. 2012;23(3):
99–107. https://doi.org/10.1016/j.cytogfr.2012.04.
003.

8. Bosch-Amate X, Serra-Garcı́a L, Alamon-Reig F,
et al. Treatment of granuloma annulare with
tofacitinib. Austral J Dermatol. 2022;63(3):400–3.
https://doi.org/10.1111/ajd.13875.

9. Kim D, Kang HY. Rapid improvement of refractory
generalized granuloma annulare with the Janus
kinase inhibitor baricitinib in two patients. Clin
Exp Dermatol. 2023;48(4):375–6. https://doi.org/
10.1093/ced/llac110.
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