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Abstract Specific inhibition of the cytokine tumor necro-
sis factor alpha has resulted in significant clinical and
laboratory improvement of patients with chronic inflam-
matory diseases of Thl phenotype. Etanercept is a recom-
binant fusion protein of two p75 soluble receptors, while
infliximab is a chimeric monoclonal antibody. Both have
been considered to be immunogenic and cause various im-
mune-mediated skin reactions. On the other hand, adali-
mumab, a human monoclonal antibody, was expected to
cause little or no immune-mediated skin reactions. Herein,
we report a patient with rheumatoid arthritis treated with
adalimumab, who after the seventh injection, developed
angiedema affecting the lips and face, as well as an
urticaria-like skin reaction affecting the trunk. These re-
actions were followed by hypotension. The patient was
treated appropriately and after 2 h, the rashes and the edema
disappeared and the patient gradually recovered complete-
ly. Adalimumab was discontinued.

Keywords Adalimumab - Antitumor necrosis factor
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Introduction

Urticaria and angiedema are immune-mediated skin reac-
tions, which may appear separately or together as localized
nonpitting edema. A similar process may occur at the
mucosal surfaces of the upper respiratory or gastrointestinal
tract. The etiology includes inhalation of pollens, animal
dusts, ingestion of food and fruits, physical stimuli,
mechanical irritation, drugs intake, and many others [1].
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The tumor necrosis factor (TNF) alpha inhibitors,
etarnecept, and infliximab have shown good clinical results
in the treatment of rheumatoid arthritis (RA) and other
autoimmune diseases [2—7]. However, these monoclonal
antibodies may be responsible for immune-mediated
adverse reactions, between them various cutaneous reac-
tions [8]. On the other hand, the recently introduced
adalimumab, a TNF alpha inhibitor, being fully human-
ized, has been expected to cause little or no significant
immune response. However, a patient has recently been
reported to develop an erythema multiform-like skin lesion,
after adalimumab administration [9].

Here we present a patient with RA, treated with
adalimumab, who developed urticaria and angiedema-like
skin reactions.

Case report

A 60-year-old woman with RA since 1998 presented with
progressive joint disease despite combination therapy with
methotrexate, cyclosporine A, and corticosteroids started in
1999. Thus, on July 2002, she received infliximab 3 mg/kg
intravenously in a loading dose of 0, 2, 6 weeks and every
8 weeks therecafter. However, after the sixth infliximab
infusion, she developed immediate hypersensitivity reaction
and the drug was discontinued. Past medical history included
hypertension, while family history was unremarkable.
Because of the patient’s active disease, additional therapy
with adalimumab (40 mg subcutaneously) every 2 weeks
was started on February 2003. The current treatment during
adalimumab therapy included oral prednisone (7.5 mg/kg)
and oral hydroxycloroquine (200 mg/day). Other concom-
itant medications included nasal calcitonin and amlodipine
(5 mg/day). After the sixth injection of adalimumab, she had
a significant clinical and laboratory response. More spe-
cifically, her tender joint count decreased from 10 to 1, while
her swollen joint count decreased from 3 to 0. The clinical
improvement was associated with the reduction of disease
activity and erythrocyte sedimentation rate and C-reactive
protein levels. However, within 2 h after the seventh



injection of adalimumab, she developed edema of the hands
and lips, erythema of the face, and urticaria-like skin
reactions involving the trunk. In addition, husky voice,
dyspnea, and hypotension were noticed. Indeed, her blood
pressure was 95/60 mmHg and she felt weak. The patient
was treated with intravenous administration of hydrocor-
tisone (250 mg), normal saline, as well as administration of
antihistamines. Two hours later, the patient’s condition
improved, her blood preasure increased, the rashes and the
edema disappeared, and gradually she had a complete
recovery. Adalimumab was discontinued.

Discussion

We report a severe cutaneous reaction to adalimumab,
expressed as urticaria and angiedema, followed by hypo-
tension. This reaction required adalimumab discontinuation.

Specific inhibition of TNF alpha yielded dramatic im-
provement in the symptoms, signs, and quality of life of
patients with chronic inflammatory diseases of Thl phe-
notype such as RA, psoriasis and psoriatic arthritis, as well
as ankylosing spondylitis, and others [2—7].

Etanercept and infliximab are considered to be immu-
nogenic. Antibodies directed against etanercept and
infliximab were detected in the sera of 5 and 13%, respec-
tively, in patients with RA [3, 4]. The presence of antibodies
to infliximab was shown to be related to infusion reactions
and loss of efficacy [2, 3]. With the use of etanercept and
infliximab, various immune-mediated cutancous side ef-
fects have been reported [8]. Between them: discoid lupus
erythematosus-like eruption [10], necrotizing vasculitis,
leucocytoclastic vasculitis, psoriasis, granuloma annulare,
and others [8, 11-14]. On the other hand, adalimumab, a
human monoclonal antibody, was expected to cause little or
no immune-mediated skin reactions. However, injection
site skin reactions due to adalimumab have been reported to
occur in about 1.5-11% of patients with RA [15].

Recently, a case of erythema multiforme-like skin
reaction in a patient with RA, treated with adalimumab,
has been reported. This reaction occurred after the sixth
injection and affected the palms and soles, as well as the
injection site. Discontinuation of adalimumab therapy
resulted in rapid improvement of the skin reactions [9].

Another case of immune-mediated skin reaction due to
adalimumab is reported in our study. Our patient developed
urticaria and angiedema, followed by hypotension after the
seventh injection. The patient was treated appropriately and
adalimumab was discontinued. Although the patient was

receiving amlodipine and hydroxycloroquine, these med-
ications were not discontinued when the reaction devel-
oped and no other potential pathogenetic mechanisms were
identified. Thus, we believe that the reaction is most likely
attributed to adalimumab therapy.
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