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Abstract

We report a 52-year old woman with a 28-year history
of disfiguring facial discoid lupus erythematosus
(DLE), persistent despite both classical therapies
and rituximab. Ustekinumab 45 mg was started in
combination with methotrexate and intralesional
corticosteroids. Methotrexate and intralesional
corticosteroids were withdrawn 30 months later and
ustekinumab maintained as monotherapy. Forty
eight months later stable improvement was achieved
without side effects. Only nine patients with cutaneous
lupus erythematosus (CLE) treated with ustekinumab
have been reported to date. Ustekinumab could be a
promising alternative in severe and recalcitrant cases
of CLE. Possibly, the Th17-inflammation pathway is
playing a role in these patients.

Keywords: ustekinumab, cutaneous lupus
erythematosus, discoid lupus erythematosus, IL-12,
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Case Synopsis

A 52-year-old woman had a 28-year history of
DLE, which exhibited clinically with disfiguring,
erythematous and scaly plaques with atrophic scars
of the face, neck, and upper back (Figure 1). DLE was
histopathologically confirmed (Figure 2).

She also had antiphospholipid syndrome and a
pulmonary thromboembolism 9 vyears before,
treated with acenocoumarol. Previously, topical and
intralesional corticosteroids, topical pimecrolimus,
antimalarials, acitretin, azathioprine, and dapsone

had been used but were withdrawn owing to lack
of response or side effects. Between 2004 and
2012, she received several additional treatments.
Photodynamic therapy was stopped because of
side effects after two sessions, without benefit
[1]. Methylprednisolone boluses, methotrexate
in combination with prednisone, neosidantoine,
and cyclosporine were all ineffective. In January
2009, efalizumab achieved complete control of
the inflammation, but was stopped after market
withdrawal in April 2009; inflammation of old plaques
appeared a few days later. Again methotrexate,
in combination with prednisone, acitretin, and
thalidomidewereprescribed,withoutremarkableside
effects but without complete control of the disease.
A combination of mepacrine and methotrexate
was also unsuccessful. Weekly rituximab 375mg/
m2 for a total of 6 weeks was stopped because

N
Figure 1. DLE before ustekinumab in March 2012: Erythematous
and atrophic disfiguring plaques on the lips, chin, and left cheek.
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Figure 2. Interface dermatitis involving the follicles and epi
accompanied by a moderate to heavy superficial and deep
perivascular and periapendageal lymphocytic infiltrate (H&E
40x). Inset figure: detail of epidermal interface dermatitis with a
keratotic plug and basement membrane zone thickening, note

atrophic epidermis (H&E 100x).

dermis

Figure 3. DLE three years after ustekinumab, in May 2015.
Cicatricial plagues around the mouth with little active
inflammation.

of poor results. Methotrexate associated with
mycophenolate mophetil was not effective. In March
2012 ustekinumab was started. It was administered
as 45 mg at weeks 0, 4, and then every 12 weeks,
while she was still taking methotrexate.

Intralesional corticosteroids were injected in the
most active lesions every 4-6 weeks. Since then,
slow but continuous improvement was noted
and methotrexate was able to be withdrawn in
September 2014. She is now receiving monotherapy

with ustekinumab 45 mg every 12 weeks, with only
a few lesions remaining slightly active (Figure 3).
She had no remarkable side effects after 4 years of
continuous therapy.

Case Discussion

Cutaneous discoid lupus erythematosus (DLE) is a
challenging disease. Antimalarials, corticosteroids,
immunosuppressants (azathioprine, methotrexate,
mycophenolate mophetil), and thalidomide are well
known therapies for this condition. However, if lack of
response occurs, there are few alternatives available.

The development of biologics has opened new
avenues for the treatment of DLE. Although anti
tumour necrosis factor (anti-TNF)-induced CLE and
systemic lupus erythematosus (SLE) have been
widely reported [2, 3], but are infrequent. In addition,
clinical lupus flares in patients with psoriasis and
lupus erythematosus (LE) treated with anti-TNF are
uncommon and these drugs may be a valid alternative
[4]. Rituximab is an anti CD-20 monoclonal antibody
that induces B-cell depletion and has been widely
used to treat SLE [5], but less frequently in cutaneous
disease [6, 7]. Although some studies have showed
promising results, this medication did not help our
patient.

Ustekinumab is a monoclonal antibody that targets
the p40 subunit of IL-12/23, thus inhibiting Th1
and Th17 pathways. The Th17 pathway has been
suggested to play a role in subacute cutaneous lupus
erythematosus (SCLE). IL-17, which is produced
by Th17 lymphocytes and other immune cells, is
significantly elevated in the skin of patients with
SCLE and DLE [8] Also, IL-17 expression was detected
in skin fibroblasts, owing to IL-17 binding to its
receptors on fibroblast surfaces [8]. IL-17 stimulates
T cells, increases the production of autoantibodies,
inflammatory cytokines (TNF-a, IL-1B, IL-6, IL-8,
IL-17, IL- 22, etc), and chemokines (CCL2, CCL7,
CCL20, CXCL1, and CXCLS5), and induces neutrophil
recruitment through chemokine regulation [9].
The imbalance of pro- and anti-inflammatory cell
subsets and cytokines favors inflammation, with the
latter failing to maintain homeostasis. Accordingly,
preventing the differentiation of T cells to Th17
via IL12/23 inhibition could stop the inflammatory
cascade.
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To date, only 9 cases of lupus erythematosus
treated with ustekinumab have been reported.
Varada [4] describes 5 patients, with psoriasis and
SLE and one more with psoriasis and DLE, treated
with ustekinumab. Two of the patients, both with
SLE, had to stop ustekinumab, owing to adverse
events (cellulitis and a flare of psoriatic arthritis);
the remaining four had good results. Chuyan [10]
describes another patient with coexistent SLE and
psoriasis, treated with ustekinumab with good results.
Winchester [11] reported another case of psoriasis
and DLE, successfully treated with ustekinumab. Two
of the 9 cases are patients in whom ustekinumab
was prescribed for LE, as no associated psoriasis was
present. Dhal [12] reported a patient with DLE who
achieved substantial improvement after 34 weeks on
ustekinumab and De Souza [13] reported a patient
with SCLE who had marked improvement of the
disease a month after starting ustekinumab.

Our patient did not improve with any of the classical
therapies nor rituximab. Only efalizumab achieved
regression of the lesions in a few weeks, but it was
withdrawn from the market shortly after. Efalizumab
is a humanized form of a murine antibody directed
against CD11a, the subunit of the lymphocyte
function-associated antigen-1 (LFA-1), that inhibits
T-cell activation, trafficking, and adhesion. Finally,
addition of ustekinumab to immunosupressants
and intralesional corticosteroids in some of the most
intractable plaques was the key to achieve near-
clearing. Immunosupressants were withdrawn after
30 months without further flares and intralesional
corticosteroids have been no longer needed since
June 2015. To date ustekinumab monotherapy has
been sufficient to maintain remission. In addition, it
played acritical rolein conjunction with methotrexate
and intralesional corticosteroids in active disease
suppression. We believe that ustekinumab could be
an effective and safe alternative to treat SCLE or DLE
in refractory patients and that the Th17 pathway may
play a role in the disease, although more evidence is
needed.
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