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Abstract

A patient is presented with generalized morphea whose disease completely resolved after combination therapy with extracorporeal
photopheresis and broad band UV A treatments.
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Case synopsis

Scleroderma may be widespread or localized and involves skin and subcutaneous thickening [1]. It can be classified as systemic
sclerosis and localized scleroderma (morphea). The former is characterized by visceral involvement; the latter is limited to the
skin and subcutaneous tissue [2]. Generalized morphea is a localized scleroderma variety consisting of the presence of at least four
plaques larger than three cm that become confluent affecting more than two anatomic areas [3]. Morphea pathogenesis is
unknown. Nevertheless, a variety of features suggest autoimmune pathogenesis [2].

A 62-year-old otherwise healthy female presented with indurated, erythematous plaques on the abdomen (Figure 1) and upper and
lower limbs (body surface involved: 60%) for 4 months. Moreover, the patient’s daily life was limited because of stiffness as well
as painful contractures in both upper and lower limbs that hampered her mobility. The diagnosis of generalized morphea was
made.

Laboratory testing showed eosinophilia (13,3%), an increase in IgE levels (441 Ul/mL), and positivity for antinuclear antibody
(speckled pattern 1:80). Furthermore, chest X-ray and respiratory functional tests were normal. Both topical and oral steroids
(prednisone, starting dose 1mg/kg/day tapered off within a few months) were unsuccessfully started, along with methotrexate (15
mg/week). Finally, extracorporeal photopheresis (ECP) was administered (one cycle of two consecutive days at 2-week intervals
for the first four months). After four months the disease improved and ECP was administered one cycle every four weeks for three
months, then every six weeks for three months, and every seven weeks for three months. Finally, the frequency was decreased to
eight-week intervals for three months. After sixteen months ECP was stopped. No pain was noted by the patient; all the above
described lesions resolved and no indurated plagues were palpable. Thereafter, the patient underwent broad band UV A treatment
(four times per week for 5 weeks, then twice a week for 6 weeks, starting dose 1 J/cm2, maximum single dose administered 7
J/icm2, cumulative total dose 118 J/cm2) as maintenance therapy. After a 12-months-follow up the patient is still in complete
remission.
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ECP can be regarded as one of the most widely useful immunotherapies and is used in treatment of cutaneous T-cell lymphoma,
transplant rejection, autoimmune diseases, and GVHD [4,5,6]. ECP efficacy for systemic sclerosis has been proven in a
multicenter, randomized, single-blind controlled trial [7]. Furthermore, Schlaak et al.[8] reported a bullous scleroderma case
successfully treated with ECP and mycophenolate mofetil. Notably, in accordance with Neustadter et al [2], ECP in our case was
scheduled in a similar way. However, unlike these authors [2], ECP was decreased more rapidly in the last months of our therapy
and was followed by broad band UV A as maintenance. As previously reported [2], we observed a clinical improvement after two
months from beginning ECP. The therapeutic mechanism of ECP remains unknown. However, it has been observed that ECP can
increase anti-inflammatory responses enhancing regulatory T-cell (Treg) activity. Treg releasing 1L-10 and transforming growth
factor-beta (TGF-beta) can decrease pro-inflammatory activity, which is thought to be involved in scleroderma pathogenesis [9].
These findings suggest that ECP, unlike immunosuppressant therapies (i.e. steroids), seems not to decrease general
immunocompetence [7].

After ECP we chose broadband UVA therapy as maintenance. Although UVA-1 is a well-known treatment for its efficacy in
generalized morphea, anti-fibrotic effects of broadband UV A are similar to those reported with UVA-1 [10]. Our case
corroborates ECP’s effectiveness on generalized morphea suggesting that ECP warrants consideration in selected cases.

Figure 1. erythematous indurated plaque on the abdomen
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