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Case report

Legionella in a patient with rheumatoid arthritis receiving abatacept
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Abatacept is a new drug available for refractory rheumatoid arthritis (RA), as other biologic therapies this
drug is not free of potentially serious adverse events. We present a case of a 73-year-old patient treated with
abatacept who suffered a Legionella pneumophila type 1 pneumoniae.
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Legionella y artritis reumatoide en tratamiento con abatacept
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El abatacept es un nuevo farmaco disponible para el tratamiento de los pacientes con artritis reumatoide
(AR) refractaria. No obstante, al igual que sucede con otros tratamientos biol4gicos, este tratamiento no esta
exento de potenciales efectos adversos. A continuacion se presenta el caso de una paciente de 73 afios, con

AR tratada con abatacept, en el que se desarrollé neumonia por Legionella pneumophila tipo 1.

© 2008 Elsevier Espafia, S.L. Todos los derechos reservados.

Introduction

Common treatments for rheumatoid arthritis (RA) include
traditional antirheumatic disease-modifying drugs (DMARD) such as
methotrexate and biologic agents, such as TNF (tumor necrosis factor)
inhibitors. In spite of the fact that these therapeutic options benefit a
lot of patients, a significant proportion does not respond to anti-TNF
therapy'# and other present a diminished response to it with time.?
In addition, a subgroup of patients presents drug-related toxicity that
obliges the clinician to suspend treatment."?# Other treatments have
recently been introduced to the population of patients that have an
inadequate response to anti-TNF treatment.®’ These treatments have
mechanisms of action different than traditional DMARD and anti-
TNF agents.

Abataceptis a soluble modulator of costimulation of human origin,
directed selectively against the costimulating CD80/CD86:CD28
signal, necessary for activation of T cells. In the ATTAIN trial (Abatacept
Trial in Treatment of Anti-TNF INadequate responders), efficacy and
security of abatacept in patients with active RA and inadequate
response to anti-TNF treatment” was measured. At 6 months, the
double blind phase of this trial provided the first clues that supported
this treatment strategy in TNF inhibitor-non responding patients and
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that demonstrated significant improvement, after treatment with
abatacept, in signs and symptoms, physical function, and quality of
life.” Recently, the findings after 2 years of treatment with this drug
have been presented8 and have confirmed the maintained beneficial
effects observed at 6 months.

The incidence of severe infections stands out among the adverse
events described with this treatment (5 of every 100 patients per
year). Pneumonia is among the most frequent infections (incidence
over 0.5% of patients).

Case report

We present the case of a 73-year-old woman without any history
of addiction, with a history of arterial hypertension and mild chronic
obstructive pulmonary disease for the past 10 years, as well as
seronegative RA since 1980 (28 years since onset), without any extra-
articular complications. Since her diagnosis she had been treated
with gold salts, non-steroidal anti-inflammatory drugs, steroids
and, sequentially, with leflunomide, etanercept, adalimumab, and
infliximab (12 months with each), suspended due to lack of efficacy
in the control of joint symptoms. At the moment of presentation, the
patient was being treated with prednisolone (4 mg PO), methotrexate
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Figure. Posteroanterior thorax x-ray of the patient upon admission.

(15 mg weekly) and, faced with worsening symptoms, abatacept (up
until that date she had received 3 intravenous 750 mg doses, with an
interval of 2 weeks between them).

On the week of the last dose, the patient presented 38°C fever
with productive coughing and pleuritic pain in the left thorax, which
intensified progressively, being admitted to the hospital 15 days later.
In the complementary tests, there was 15.4x10° white blood cells
(76% segmented) and the chest x-ray revealed an extensive alveolar
infiltrate in the left superior lobe which led to a minimal ipsilateral
athelectasia. There was also a bullous lesion in the base of the right
hemithorax, present on previous x-rays. Serology for Legionella
pneumophila type 1 antigens, obtained after 2 days, were positive,
which led to the continuation of treatment with cephotaxime and
levofloxacine which had been installed empirically; in spite of
this, the patient presented deterioration of her initial conditions
(extension to the contralateral lung in serial x-rays).

Nevertheless, after 15 days of treatment with the previous
guideline, besides respiratory intensive physical therapy, it was
possible to give him of discharge without other complications.

Discussion

Treatment with TNF inhibiting agents is associated with an
increasedriskofinfection,especially by intracelular micro-organisms.?
In this respect, previous studies have described infections due to
Mycobacterium tuberculosis,® Listeria monocytogenes,"" Aspergillus
fumigatus,”*> Pneumocystis jirovecii,13 Histoplasma capsulatum,”
or Coccidioides immitis® after the start of TNF inhibiting therapy,
although the number of cases described with Legionella infection
has been less. A French national registry on opportunistic and severe
infections only collecte 10 cases of pneumonia due to L pneumophila
during 2004 (6 patients treated with adalimumab, 2 patients treated
with etanercept, and 2 patients treated with infliximab), which led
to the estimation of the relative risk of infection by Legionella to be
between 16.5 and 21.16

In spite of the fact that infections are widely known to be a
complication of the drugs used for the treatment of RA, this is not
always true with regard to the new drugs (abatacept among them). In
this sense, this case of pneumonia due to Legionella associated to the
use of abatacept is the first one published in Spain, which is probably
due to the short half-life of this drug (approved by the Spanish Agency
for Drugs in December 2007 and commercialized since April 2008).

Physicians prescribing abatacept must be on the lookout for the
potential appearance of severe infections, such as pneumonia due to
Legionella.
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