Adalimumab Treatment for SAPHO Syndrome
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SAPHO syndrome is a rare condition of unknown patho-
genesis originally described by Chamot et al. (1) in 1987.
Onset usually occurs in young adults, with no differences
between sexes and it is manifested by synovitis, acne,
pustulosis, Ayperostosis and osteitis. Of paramount im-
portance is the finding of a non-infectious, inflammatory
osteitis associated with skin lesions.

Since there is no accepted universal treatment for
SAPHO syndrome, several therapies have been used to
treat this disorder, such as non-steroidal anti-inflamma-
tory drugs (NSAIDs), antibiotics, immunosuppressants
and immunomodulators, with varying results. Anti-
tumour necrosis factor (TNF)-a agents have recently
been employed in this syndrome, yielding an excellent
response (2).

CASE REPORT

A 49-year-old woman presented with painful, osteoarticular
inflammation of her anterior chest wall and right shoulder, as
well as recurrent, pustular lesions on the plantar and lateral
areas of both feet, more markedly on the left one (Fig. 1a).
Her medical history included osteoporosis, hyperlipidaemia, a
non-functioning thyroid nodule and an episode of acute arterial
ischaemia, which required embolectomy and sympathectomy,
followed by a stage Il chronic ischaemia (Fontaine’s system)
of her left leg as a sequel.

Fig. 1. View of pustular lesions on the plantar area of the patient’s left foot,
(a) before and (b) 5 weeks after treatment with adalimumab.
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Laboratory tests, including C-reactive protein, erythrocyte
sedimentation rate, viral serology tests and antinuclear antibodies
showed no abnormalities. Test for HLA-B27 was negative and
a thrombophilia work-up revealed only heterozygosis for the
MTHFR gene. Bacterial cultures from pustules were negative.
Thus, the patient was diagnosed with sterile plantar pustulosis.
Thoracic X-ray showed an increased density in the right sterno-
clavicular joint, and three-phase bone (Tc-99m) and gallium scans
revealed a non-infectious uptake in the right sternoclavicular
and manubriosternal joints and tarsal bones of her left foot (Fig.
2). A thoracic and abdominal computed tomography (CT) scan
revealed no abnormalities. With all these findings fulfilling the
diagnostic criteria, SAPHO syndrome was diagnosed.

Treatment with NSAIDs was then initiated, yielding a poor re-
sponse, as well as intrarticular injections of steroids. Also, topical
steroids (clobetasol 0.05% ointment) were prescribed for pustular
lesions, leading to a slight improvement. Subsequently, treatment
with oral prednisone (1 mg/kg body weight/day) and risedronate
(35 mg weekly) were added without success. Thus, the patient was
started on infliximab, 5 mg/kg body weight on weeks 0, 2 and 6, and
every 8 weeks thereafter. This resulted in an improvement in her
osteoarticular symptoms after one month. In spite of this, her skin
lesions worsened following the initial infusions, developing now
also on her palms. Consequently, the patient refused to continue
treatment with infliximab and her joint symptoms relapsed.
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Fig. 2. A three-phase bone (Tc-99m) scan showing a non-infectious uptake

in the right sternoclavicular and manubriosternal joints and tarsal bones of
the patient’s left foot.
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Adalimumab, a human monoclonal antibody that specifically
binds TNF-a (Humira, Abbot Laboratories, Abbot Park, IL, USA)
was proposed to the patient as a salvage therapy, being administered
subcutaneously at an initial dose of 80 mg weekly for the first 2
weeks, followed by 40 mg every other week thereafter. Adalimu-
mab yielded an excellent response in cutaneous as well as articular
symptoms. Improvement started within 2—3 weeks of treatment
with adalimumab, the patient being completely free of symptoms
after 5 weeks (Fig. 1b). She has remained asymptomatic for over 10
months of follow-up and three-phase bone (Tc-99m) and gallium
scans were negative. No adverse events have been observed.

DISCUSSION

One of the following diagnostic criteria must be met in
order to make a diagnosis of SAPHO syndrome (3): (i)
axial, sterile, recurrent multifocal chronic osteomyeli-
tis with or without dermatosis; (ii) acute, subacute or
chronic arthritis associated with palmoplantar pustu-
losis, pustular psoriasis or severe acne; and (iif) any
sterile osteitis in association with palmoplantar pustu-
losis, pustular psoriasis or severe acne.

Cutaneous manifestations are present in two-thirds
of patients and chiefly consist of severe acne (acne
fulminans or acne conglobata), pustular psoriasis and
palmoplantar pustulosis. Although the pathogenesis of
this syndrome remains elusive, high concentrations of
TNF-a (3) in bone specimens of patients with SAPHO
syndrome have been described recently, and the use of the
TNF-a blocking agents (infliximab and etanercept) has
been reported (3) with promising results. However, to the
best of our knowledge, there is no published experience
regarding the use of adalimumab in SAPHO syndrome.

There are 18 patients with SAPHO syndrome reported
to have been treated with infliximab in the literature up
to the present (4). Response to therapy was excellent in
all cases just after the first infusions. In several cases
discontinuation of therapy resulted in relapse. Skin le-
sions improved in most of the patients. However, two
patients with palmoplantar pustulosis presented with
exacerbation of their lesions while being on infliximab,
and one patient developed these symptoms after initia-
tion of the treatment (4, 5). In our patient, despite the
dramatic response to infliximab of her osteoarticular
symptoms, skin lesions were non-responsive or even
worsened during treatment.

The mechanism by which infliximab induces remission
of cutaneous manifestations in some patients and exacer-
bation in others is unknown. Skin lesions in this syndrome
are characterized by the presence of a neutrophilic infil-
trate (6). Apparently, in patients with rheumatoid arthritis,
infliximab may reduce inflammation by down-regulating
membrane-bound proteinase 3 expression in neutrophils,
as well as by altering the balance between activating and
inhibitor Fc-y receptor type Il isoforms (7, 8). Moreover,
inhibition of neutrophil chemotaxis by infliximab has
been described, which might also contribute to its anti-
inflammatory action (9). In addition, a proliferation of
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Propionibacterium acnes, has been proposed as a result
of changes in function of neutrophils. (5).

Lee et al. (10) in a case series of 150 patients treated
with anti-TNF-a agents for different reasons described
the development of palmoplantar pustular psoriasis
in three patients treated with these drugs (infliximab,
adalimumab and etanercept). In another case series, 120
patients treated with TNF-a blocking agents for a variety
of disorders developed some kind of psoriasiform rash,
37 presented with palmoplantar psoriasis (11).

In summary, adalimumab may be an excellent alterna-
tive to infliximab to control both skin and osteoarticular
lesions in SAPHO syndrome.
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