L ettersto the Editor

Listeria monocytogenes
meningitisin a patient receiving
etaner cept for Still's disease

Sirs,

It is well known that the reactivation of tu-
berculosis and devel opment of other oppor-
tunistic infections can complicate anti-tu-
mor necrosis factor apha (anti TNT-a)
treatment (1,2). Listeria meningitis has been
described in some patients, mostly those re
ceiving infliximab, a chimeric 1gG1 mono-
clona antibody (3). Here we briefly des-
cribe a case of listeria monocytogenes men
ingitis in a patient with adult Still's disease
during etanercept treatment.

A 45-year-old man was diagnosed with
Still's disease in 1986. His disease had an
oligoarticular onset and took a chronic po-
lyarticular course (4). He was treated with
disease-modifying antirheumatic drugs
(DMARDs) (i.e. hydroxychloroquine, meth-
otrexate, and cyclosporin A), non-steroidal
anti-inflammatory drugs, and/or low doses
of oral glucocorticoids as appropriate until
September 2001. At that time, despite com-
bination therapy including methotrexate
(7.5-10 mg/weekly), sulphasalazine (2 g/
day) and hydroxychloroquine (200 mg/
day), the patient had highly active arthritis
[tender joint count (TJC) 25, swellen joint
count (SJC) 6] with an erythrocyte sedi-
mentation rate (ESR) of 80 mm/1st hr and
C-reactive protein (CRP) 40 mg/l (nv £ 6)
associated with increased disability (HAQ-
DI score of 3).

After obtaining the patient's informed con-
sent, he was given 25 mg etanercept subcu-
taneously twice weekly and glucocorticoids
at 10/15 mg/die of prednisolone equivalent.
The arthritisimproved but in February 2002
the patient suffered a traumatic femoral
fracture requiring surgery. Consequently, etan-
ercept was interrupted for about 4 weeks;
administration was resumed and finaly in-
terrupted on April 2, 2002 when the patient
was admitted to the hospital in a confused
state with headache and fever (39°C). On
admission, laboratory tests showed the fol-
lowing abnormalities: blood leucocyte count
(WBC) 15,400/mm?, platelet count 600,000
mm?3, CRP401 mg/l, lactate dehydrogenase
(LDH) 761 U/L(nv 313-618), serum creati-
nine 1.8 mg/dl (nv 0.6-1.3). A cerebral com-
puted tomography (CT-scan) was normal
and an electroencephalogram (BEG) show-
ed only some subcortical abnormalities
without focal lesions. A diagnosis of menin-
gitis was made and listeria monocytogenes
was isolated in the cerebrospina fluid. The
patient received antibiotic therapy (sultami-
cillin, 18 g/day) for 30 days and recovered
without any complications.

Our patient suffering from Still's disease
was unresponsive to DMARD combination
therapy and glucocorticoids. When he was
given the 7 Kda 1gG1 recombinant fusion

protein etanercept, a highly effective TNF-
a antagonist for rheumatoid arthritis (5) and
other rheumatic conditions, a partial im-
provement was seen at weeks 12 (TJC, 25;
SIC, 1; ESR, 37; CPR, 36) and 22 (TJC 17;
SJC, 0; ESR, 30; CRP 28) of therapy.
Unfortunately, about 6 months after begin-
ning etanercept, meningitis caused by liste-
ria monocytogenes made it necessary to in-
terrupt treatment, because it is well known
that the main function of TNF-a isto create
host resistance to infections. There is in-
creasing evidence that the inibition of TNF-
a is associated with the development of
opportunistic infections. In fact, aspergil-
losis, histoplasmosis, tuberculosis reactiva-
tion, moraxella catarrhalis arthritis and lis-
teriosis (2,3,6) have been reported in some
patients with rheumatoid arthritis or spon-
dyloarthritis.

The use of dairy products was probably the
source of the infection in our immunocom-
promised patient with underlying disease,
previously treated with methotrexate and
glucocorticoids. Therate of those complica-
tions is higher in patients using infliximab
than in those taking etanercept (2). It is hy-
pothesized that that discrepancy may be
related to differences between the two TNF-
a antagonists, differencesin the duration of
suppression and in the concomitant use of
methotrexate in RApatients (2). The differ-
ence in the incidence of infections between
infliximab and etanercept might depend ei-
ther on the fact that etanercept has not yet
been fully marketed yet in the countrieswith
a high TBC incidence, or that infliximab is
able to introduce complement mediated cell
lysis of TNF-expressing cells and has a dif -
ferent binding to the TNF trimer (7).
Concerning listeriosis, at least 26 cases
have been reported to the United States
FDAthrough September 15, 2002, of whom
24 were receiving infusions of infliximab
(2). One case reported from Italy concerned
a patient with Crohn's disease. Neverthe-
less, since adverse events are only reported
on avoluntary basisto the FDA, many cas-
es may never be reported. Among the 26
cases reviewed by Ellerin et al., meningitis
was observed more than other septic com-
plications. Other case reports have appear-
ed on the Medline (8-11, last search Febru-
ary 2004).

Our report presents an additional case of
meningitis due to listeria monocytogenes,
which occurred in 1 out of 26 patients re-
ceiving etanercept among 87 patients with
RA who were on anti TNF-a therapy. The
mean (median) total exposure to etanercept
was 13.6 (10) months representing 29.5
patient-years. Therefore, each patient
receiving the drug had a 3.4% probability of
developing the complication. In general,
listeria infection can be considered an
uncommon complication of TNF-a neutral -
izing agents, considering the high number
of patients worldwide who are receiving
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TNF-a antagonists. Nevertheless, because
listeriainfection caused death in some cases
during both infliximab and etanercept ther-
apy (2), any patient receiving biological
agents should avoid foods that are potential
sources of listeria monocytogenes.
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Prolonged efficacy of infliximab
for refractory adult-onset Still's
disease

Sirs,

Adult-onset Still's disease (ASD), which
was first described by Bywatersin 1971, is

arare protean disease of unpredictable evo-
lution (1). Its treatment is poorly establish-



