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Treatment of granuloma annulare with tofacitinib

Dear Editor, the formation of papules and plaques with annular and
Granuloma annulare (GA) is a granulomatous, idi- acral distribution.! GA is often limited and self-resolving,
opathic, inflammatory skin disorder characterized by  but in some cases, it can be generalized and refractory to
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FIGURE 1 Generalized granuloma annulare. Baseline and after tofacitinib treatment. (a) and (b) (patient 12). Granuloma annulare
lesions on the dorsal aspect of both feet before and 8 months after initiating treatment. (c) and (d) (patient 13). Granuloma annulare lesions
on anterior chest before and 6 months after initiating treatment
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treatments." New advances in the pathophysiology of GA
have favoured Janus kinase (JAK) inhibitors as a prom-
ising therapeutic option."* Here, we report three cases
of resistant generalized GA successfully treated with
tofacitinib.

The first was a 69-year-old woman with a 6-year history
of generalized GA who had been treated with oral corti-
costeroids, retinoic and tranexamic acid, indomethacin,
hydroxychloroquine and methotrexate without improve-
ment or intolerance, and the second a 73-year-old woman
with a history of dyslipidemia receiving simvastatin treat-
ment who was diagnosed with generalized GA in 2016.
She had received oral corticosteroids, hydroxychloro-
quine, pentoxifylline and dapsone, without improvement
(Figure 1a). The third patient was a 64-year-old man with
a 3-year evolution of a generalized GA who had received
oral corticosteroids, phototherapy, methotrexate, hy-
droxychloroquine and adalimumab with partial response.
Furthermore, he had begun experiencing flares of bilat-
eral uveitis in the context of skin outbreaks (Figure 1c).

In all three cases, the diagnosis was confirmed histologi-
cally and due to difficulties in management, treatment with
off-label oral tofacitinib was requested and approved by the
therapeutic committee. After the three patients gave written
informed consent, tofacitinib was initiated at a dose of 5 mg
twice daily. The three patients showed complete response
after 4, 8 and 6 months, respectively (Figure 1b and d), with-
out relapses after dose tapering or suspension of the treat-
ment. The characteristics of all the reported GA patients
treated with tofacitinib are summarized in Table 1.

JAK inhibitors represent a promising approach
for cutaneous granulomatous disorders.® Damsky
et al demonstrated that JAK-STAT signalling was con-
stitutively activated in GA lesional macrophages, and
that tofacitinib treatment induced histologic clearance
of granulomas and downregulation of the JAK-STAT
pathway.? Further, Wang et al recently found that IFN-y,
oncostatin M, IL-21 and IL-15, four important cytokines
that signal via the JAK-STAT pathway, are upregulated
in GA skin lesions.! Further, Min et al identified a sig-
nificant upregulation of inflammatory T-helper cell
types 1 and 2, and Janus kinase immune pathways in
GA patients.?

Tofacitinib is a potent inhibitor of JAK 1 and 3 in
human cells. Currently, it is approved for the treatment of
rheumatoid arthritis, psoriatic arthritis, juvenile idiopathic
arthritis and ulcerative colitis with a recommended dose
of 5 mg twice daily. Recent data from post-marketing sur-
veillance have shown an increased risk of death, major ad-
verse cardiovascular events, malignancies and thrombosis
related to tofacitinib prompting the FDA to issue a safety
communication. We found eight previous reports in the lit-
erature of patients treated with oral tofacitinib for GA™**

and two reports of treatment with topical tofacitinib.>® All
patients improved ranging from a partial response of 60%
to complete remission. Topical treatment showed improve-
ment between weeks 12 and 15, while oral treatment took
about 6 months. None of the cases described have reported
any adverse effects. In addition, other JAK inhibitors such
as baricitinib and upadacitinib have recently been used in
two generalized GA patients with good results.”®

In conclusion, advances in GA pathophysiology have
allowed the introduction of JAK inhibitors as a new treat-
ment option. To our knowledge, there are only about a
dozen reports of GA patients treated with tofacitinib. So
far, it has shown an excellent response rate, with both oral
and topical administration. Further studies are necessary
to assess the safety and the long-term remission of GA pa-
tients treated with tofacitinib, and to study the efficacy of
other JAK inhibitors in these patients.
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Mental health, insomnia and suicidal ideation during

treatment with apremilast

The efficacy of apremilast, a phosphodiesterase-4 inhibi-
tor, in the treatment of psoriasis has been established.'™
We report on two patients who developed psychiatric
symptoms since the commencement of apremilast.
Patient A, a 38-year-old man with whole-body psori-
asis, was commenced on apremilast. He had previously
completed treatment for latent tuberculosis 1year prior to
apremilast. Over a two-week period, he titrated to a dose of
30mg twice daily. Upon reaching this dose, he developed
insomnia and, subsequently, suicidal ideation. He contin-
ued apremilast despite these symptoms with the 6 month
supply provided to him in accordance with the Australia
Medicare allowance and did not contact the prescriber or
seek medical attention. He had nocturnal suicidal ideation
for 3weeks, and this was then resolved without treatment.
He did not have any suicide attempts or plans and did not
inform his partner of these thoughts. He continued to
take his apremilast during this period. Despite resolution
of suicidal ideation, he continued to have insomnia with
functional impairment during the daytime and self-ceased
apremilast 4months after commencement. Resolution of
insomnia occurred within 2 weeks of cessation. He reported
improvement of his psoriasis while on apremilast however
had relapsed at the time of review due to self-cessation.

Patient B, a 45-year-old woman with whole-body pso-
riasis, was commenced on apremilast. She had a history
of mild depression managed on a stable dose of paroxe-
tine for 7months prior to apremilast. She otherwise had
a history of osteopenia and insulin resistance with no
medication changes within a year. Within 2 weeks of com-
mencement on apremilast, she developed insomnia and
subsequent nausea and headaches. She self-ceased treat-
ment due to these side effects and had complete resolution
within a week of cessation.

Apremilast is an effective and relatively safe option for
the treatment of mild-to-moderate psoriasis." Insomnia
or suicidal ideation was not reported as an adverse event
in two pivotal randomized controlled trials;>* however, pa-
tients with a history of depression are excluded from all
clinical trials. Insomnia has been reported in 11% of 40 pa-
tients in a small observational study.* Reports of suicidal
ideation due to apremilast are rare,” and no difference was
reported against placebo in the randomized-controlled tri-
als.>* The significance of this symptom, in addition to the
knowledge that depression, is a known comorbidity of pso-
riasis, justifies close monitoring of patients on apremilast.’

Due to the emergence of these psychiatric symptoms
in patients with no history of mental illness or other

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, provided

the original work is properly cited.
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