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Abstract: A standardised therapeutic approach to coexistent psoriasis and bullous pemphigoid is lacking, although psoriasis is
associated with an increased risk of developing bullous pemphigoid. Here, we report an elderly psoriatic patient who developed
a refractory bullous pemphigoid and experienced clearance of both diseases following treatment with dymethylfumarate. Due to
lymphopenia, this treatment was stopped and the patient was administered risankizumab without relapses. Dymethylfumarate may be
able to inhibit the recruitment of neutrophils and monocytes into the skin. Therefore, thanks to pleiotropic effects, dymethylfumarate
could be an effective treatment in psoriatic patients who develop bullous pemphigoid.

Keywords: psoriasis, bullous pemphigoid, elderly, treatment, latent tbc

Psoriasis is associated with an increased risk of developing bullous pemphigoid (BP).' Psoriasis usually precedes the
diagnosis of BP. Patients with coexisting diseases are younger than patients with BP isolated and show more frequent
involvement in the oral cavity. Chronic psoriatic inflammation has been hypothesized to cause pathological changes to
the basement membrane zone with consequent early occurrence of antigenicity.> A relevant association between psoriasis
and the rare form of anti-laminin y1 pemphigoid has also been reported.’

Managing BP in a patient with severe psoriasis may be puzzling due to the possible incompatibility of their standard
treatments. Conventional and biologic antipsoriatic treatments may be ineffective in treating BP. In addition, rare cases of
BP have been induced by anti-psoriatic treatments, such as TNF-alpha blockers.* Finally, the use of combined
immunosuppressive regimens may be hazardous in elderly patients.

Dimethylfumarate (DMF) is an oral, immunomodulatory drug, which was approved for use in adult patients with
moderate-to-severe psoriasis. It is not included in the therapeutic ladder of BP.” In fact, it is under evaluation by ERA-Net
for Research Programmes on Rare Diseases in a prospective, controlled trial in patients with BP as an adjuvant treatment
in addition to corticosteroids.

Here, we report an elderly psoriatic patient who developed a refractory BP and experienced clearance of both diseases
following treatment with DMF.

An 83-year-old male with an established diagnosis of psoriasis from 20 years before was referred to our clinic with
a 3-month duration of pruritus followed by eruption of pruritic, erythematous and urticarial patches associated with
polycyclic lesions on his limbs and trunk. His psoriasis, which had been treated in the past with topical corticosteroids
and narrow band ultraviolet B phototherapy, began to quickly worsen in the meantime. Psoriasis Area Severity Index
(PASI) was 12. He also had insulin-dependent diabetes mellitus and hypertension. Current medications included
metformin, atenolol and chlorthalidone for many years. The patient was diagnosed with BP with typical histology,
positive direct and indirect immunofluorescence findings with Bullous Pemphigoid Disease Area Index (BPDAI) 66. Oral
prednisone, 25 mg/day was started. Due to a persistent corticosteroid-induced hyperglycemia, prednisone doses were
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gradually tapered until a 5 mg/day maintenance dose. While BP improved rapidly with BPDAI 16, psoriasis worsened
(Figures 1 and Figure 2). Methotrexate was initiated at 15 mg/week (0.20 mg/kg), but BPDAI increased to 30. Due to
ineffectiveness in both diseases, methotrexate was stopped after 12 weeks of therapy. Apremilast was then introduced and
discontinued after 3 months due to inefficacy. In order to initiate a biological antipsoriatic therapy, the patient was
screened for the presence of tuberculosis, hepatitis B, C and HIV. QuantiFERON-TB Gold resulted positive. The patient
refused isoniazid therapy. DMF was then started at a dose of 30 mg/day for 7 days and gradually up-titrated over 8 weeks
to a maximum of 150 mg/day. A maintenance dose of prednisone 5 mg on a day was also administered. Within 12 weeks
of treatment with DMF 150 mg/day, marked improvement of both psoriasis and BP was observed and pruritus resolved.
Complete remission of BP (BPDAI 0) and psoriasis (PASI 0) was finally achieved 6 months from treatment start.
Prednisone was then tapered to 5 mg every 2 days without side effects. Over the following months, there was a persistent
clinical remission of psoriasis and BP. Due to a progressive lymphopenia with a total lymphocyte count of less than 300/
pnL, DMF was discontinued after 15 months. The patient experienced relapse of his psoriasis, while clinical remission of
BP was observed. Psoriasis was then treated with risankizumab subcutaneously, at a dose of 150 mg at week 0, week 4,
and then 12-weekly thereafter, without tuberculosis prophylaxis. At his most recent follow-up visit, 12 months after the
initiation of risankizumab therapy, no relapse of both diseases was seen (Figures 3 and Figure 4).

Autoimmune blistering diseases of the skin may be observed in patients with psoriasis, BP being the most frequently
reported. There is no standardised therapeutic approach to coexistent psoriasis and BP. Corticosteroids are the mainstay
of treatment for BP. However, their use is limited in diabetic patients due to the risk of acute hyperglycemic complica-
tions, particularly in elderly patients. Recently, a successful treatment with dupilumab, a fully human monoclonal
antibody targeting the IL-4 and IL-13 signaling pathways, was reported.® However, cases of dupilumab-induced psoriasis
are also described. A potential functional role of the proinflammatory cytokine IL17A has been shown leading to IL17A
inhibition as a promising therapeutic strategy.’ Therefore, emerging, novel targeted therapeutic approaches in BP are
being awaited with great interest. DMF was able to control both psoriasis and BP in our patient. However, treatment was

Figure | Psoriasis worsened (trunk).
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Figure 2 Psoriasis worsened (lower limbs).

Figure 3 Clinical remission of both psoriatic e PB lesions on the trunk after DMF therapy.
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Figure 4 Clinical remission on lower limbs.

discontinued due to grade 3 lymphopenia, which is a possible adverse effect of DMF,® particularly among older patients.
Also, Bilgic-Temel et al reported clearance of BP in a patient with multiple sclerosis following treatment with DMF.? At
the cellular level, DMF could act in ABDs through inhibition of neutrophil and monocyte recruitment into the skin.'®'?
Considering its pleiotropic effects, DMF could be an effective treatment in psoriatic patients who develop BP. Additional
observations are needed to confirm if DMF may be considered a possible therapeutic option in the clinical scenario of BP

associated with psoriasis.
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