LETTERS TO THE EDITOR

Urticariform lupus-like reaction induced
by adalimumab: a rare adverse effect

Lourenco MH, Silva AB, Silva I', Branco JC!

To the editor,

Adalimumab is a fully human recombinant monoclo-
nal antibody [immunoglobulin (Ig) G1] anti-tumor
necrosis factor alfa (anti-TNFa). It is approved for the
treatment of rheumatoid arthritis, spondylarthritis, ju-
venile idiopathic arthritis, psoriasis, hidradenitis sup-
purativa, anterior uveitis, and inflammatory bowel dis-
ease'?. The most frequently reported adverse effects are
infections and injection-site reactions. Other skin reac-
tions are described in ~1% of reports and include ana-
phylactic reactions, rash, fixed eruption and urticaria’.
Drug-induced lupus is a subtype of lupus associated
with prolonged exposure to some medications, the most
common being hydralazine, procainamide and anti-
TNFa*. We report a case of a patient diagnosed with
psoriatic arthritis under treatment with adalimumab
that developed urticaria associated with high titers of
both antinuclear antibodies (ANA) (nuclear homoge-
nous pattern) and anti-double stranded DNA antibod-
ies (anti-dsDNA). After exclusion of other causes, it was
concluded to be secondary to the biological agent.

A 43-year-old man, with no other relevant medical
history, was followed in our outpatient rheumatology
clinic since 2014 with the diagnosis of psoriatic arthri-
tis (asymmetric nonerosive polyarticular and enthe-
sopatic involvement) and skin psoriasis. The initial
treatment based on prednisolone 10mg/day with pro-
gressive dose reduction to 2.5mg/day and subcuta-
neous methotrexate 25mg/week, was switched to cor-
ticosteroids and leflunomide 20mg/day because of gas-
trointestinal side effects. In July 2019, adalimumab
(Humira®) 40mg biweekly subcutaneous injection was
added as the patient maintained articular and enthe-
sopatic inflammatory activity [minimal disease activity
(MDA)< 5], reaching clinical remission. In March 2020,
the patient experienced multiple maculopapular, ery-
thematous, evanescent, and migratory plaques, variable
in size and shape and severely pruriginous, although
painless. They were mainly located in hair scalp, upper
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limbs and intertrigo regions and accompanied by an-
gioedema of lips and face (without hoarseness or short-
ness of breath) (Figure 1). The plaques appeared 2-3

FIGURE 1. Urticariform reaction presented by the patient, with
multiple maculopapular, erythematous, evanescent plaques,
with different sizes and shapes, in various regions of the body
(1A - labial angioedema; 1B - right axilla; 1C — right inner
thigh; 1D - right posterior thigh; 1E — left anterior thigh;

1F — posterior area of the right upper arm)
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times per week, each one lasting for 24 hours and re-
solving without scarring. No other symptoms were re-
ported. Laboratory investigation revealed hepatic cy-
tolysis without cholestasis (aspartate aminotransferase
49 U/L, alanine aminotransferase 60 U/L; lactate de-
hydrogenase 349 U/L) and strongly positive ANA with
a homogeneous nuclear pattern (no previous mea-
surement available) and positive anti-dsDNA. Subse-
quent immunological investigation was negative (com-
plement fraction C3 and C4, extractable nuclear anti-
gen antibodies, antineutrophil cytoplasmic antibodies,
anti-histone antibodies). The levels of immunoglobu-
lins (namely IgE), C1q component of the complement
and tryptase were normal. Serum creatinine and uri-
nalysis revealed no changes. Adalimumab was then dis-
continued, with a significant reduction in the number
and frequency of the skin eruptions, and antihistamine
medications on-demand were started; corticosteroids
were not needed for this reason. Skin biopsy was not
performed as the rash completely resolved. It was then
assumed to be a lupus-like urticaria reaction induced
by adalimumab; the decision was to switch to secu-
kinumab, and the patient kept remission of symptoms
(MDA>5) No more urticaria episodes were observe
during the follow-up period.

Allergic reactions to adalimumab, as urticaria and
angioedema, are rare adverse events considering that
the drug is mainly an IgGl with a human sequence.
However, a slight degree of immunogenicity may exist.
To assume a diagnosis of drug-induced lupus, three
conditions should be met: a time-cause relationship, a
serological criterion and a clinical one>®. Despite the
signs and symptoms observed being exclusively skin
manifestations and hypersensitivity reactions, a causal-
ity relationship was observed between the beginning
of the rash and the laboratory changes and the resolu-
tion of the signs after discontinuing adalimumab. An
urticariform lupus-like reaction induced by anti-TNFa
is very rare, with an absence of similar cases described

in the literature. The therapeutical approach consisted
of switching the biological drug to one with a different
mechanism of action, discontinuing leflunomide, as it
is rarely associated with skin reactions, and keeping
antihistamine drugs on-demand’.

This case report describes an uncommon adverse
event of the inhibitors of tumor necrosis factor and it
constitutes a reminder of their pleomorphic presenta-
tion.
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