
ABSTRACT

Objective: To report the results of treatment with
infliximab in patients with refractory juvenile idio-
pathic arthritis (JIA).

Patients and methods: A prospective study of four
children with refractory JIA was carried out. Inflix-
imab (100 mg) was administered in weeks 0, 2 and 6.
Subsequently, the drug was administered every
8 weeks. The following parameters were assessed at
the beginning and at the end of the follow-up period:
number of joints with active arthritis, number of joints
with a limited range of motion, physician overall as-
sessment of disease activity, parent assessment of
the child’s overall well-being, pain assessment
scores, and erythrocyte sedimentation rate. Improve-
ment was rated according to the definition of the
American College of Rheumatology (ACR 30). Paired
sample tests were used for statistical analysis.

Results: Three girls and one boy aged between
10 and 16 years old with a history of JIA ranging from
1 to 9 years were included. The patients received in-

fliximab for a period of 11 to 33 months (average
22 months). There was a significant decrease in the
number of swollen joints (p < 0.05), joints with a lim-
ited range of movement (p < 0.04), pain score as-
sessment (p < 0.005), physician overall assessment
(p = 0.002), maternal evaluation (p < 0.001), the pa-
tient’s own evaluation (p < 0.001), and duration of
morning stiffness (p < 0.001). Both steroids and
methotrexate dosages were reduced and no adverse
effects or infections were registered.

Conclusions: Infliximab improved joint inflamma-
tory indexes and clinical assessments. This improve-
ment increased the quality of life of the patients and
their families, suggesting that the use of biological
therapy is a good option in refractory JIA.
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INTRODUCTION

Juvenile idiopathic arthritis (JIA) is the most com-
mon rheumatologic disease in the pediatric popula-
tion. According to a national study, the estimated in-
cidence in Chile is 5.6 cases per 100,000 children
under fifteen years of age1. Presentation, clinical
course, laboratory parameters, and response to ther-
apy may vary widely. It has been necessary to classi-
fy the disease in subgroups in order to identify those
patients whose prognosis and response to therapy
might be different2.
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Most patients respond to conventional manage-
ment with non-steroidal anti-inflammatory drugs
(NSAIDs) and disease-modifying anti-rheumatic
drugs (DMARDs), especially if administered early
during the course of the illness. These agents have
both, improved disease prognosis and allowed
steroids doses to be reduced, consequently reducing
their associated side effects.

However, a significant number of patients in the
polyarticular JIA subgroups or systemic JIA with pol-
yarticular involvement experience severe and ag-
gressive disease resulting in erosive arthritis, joint
destruction, functional disability, growth retardation
and unresponsiveness to treatment, even when be-
gun early. The persistent disease activity compound-
ed by the cumulative side effects of long term med-
ication has a significant impact in emotional and
psychological development, quality of life and family
dynamics. For these refractary groups, the use of bi-
ological therapies such as tumor necrosis factor al-
pha (TNF�) antagonists has been suggested3-5.
These biological agents have shown therapeutic effi-
cacy in Rheumatoid Arthritis (RA). They modify its
course and prognosis by blocking the inflammatory
activity of TNF�. This produces a down regulation of
the inflammatory response resulting in decrease pro-
liferation of synoviocytes, collagenase production,
cell-adhesion molecules expression, bone resorption
and cartilage destruction.

The purpose of this study is to report our clinical
findings on the use of infliximab, a monoclonal anti-
body that neutralizes the pro-inflammatory action of
tumor necrosis factor alfa (TNF�), in pediatric pa-
tients suffering from JIA refractary to conventional
therapies.

PATIENTS AND METHOD

Four children with the diagnosis of JIA, followed
up at the Immunology Unit of the Exequiel Gonzalez
Cortes Hospital were included: two girls had sys-
temic JIA with polyarticular involvement; one had
seronegative polyarticular JIA and one boy had JIA
associated to enthesitis.

Infliximab (Remicade®, Schering Plough, USA)
was administered through a continuous infusion
pump at dosages ranging from 2.5 to 2.9 mg/Kg/
dose (median 2.75), at weeks 0, 2 and 6. Subse-
quently, they received the drug every 8 to 10 weeks.
During the first year, patients were admitted to the
hospital for treatment for a period of 24 hours. They
were kept in isolation and monitored hourly. Later on,
because no adverse reactions developed, hospital
stay was reduced to six hours.

The following parameters were evaluated at week
0 and at the end of the follow up period: number of
joints with active arthritis, number of joints with lim-
ited range of motion, physician global evaluation of
disease activity and parent assessment of child’s
overall well-being (rating 10 for maximum disease
activity and 0 for no disease activity). Likewise, pain
rating by the patient was done using a visual ana-
logue scale. Serum measurements of acute phase
reactants were obtained. The definition of improve-
ment of RA by the American College of Rheumatol-
ogy (ACR 30)6-8 was applied. This is based in the
overall assessment of decreased disease activity
done by a physician; overall assessment of disease
activity according to the patient or his/her mother,
functional ability, number of joints with active arthri-
tis, number of joints with limited range of movement
and ESR.

Improvement of at least 30 % from baseline from
the beginning of the new therapy in 3 of the 6 vari-
ables included and not more than one variable wors-
ening by more than 30 % was considered significant.
In the overall assessment, a maternal evaluation was
included because the patients were children. Fur-
thermore, it was considered of clinical interest to as-
sess morning stiffness in minutes and reduction or
suspension of steroid and methotrexate.

The t-test for paired samples was employed to
compare the changes in JIA parameter for each pa-
tient between entry and end of treatment with in-
fliximab. Results are expressed as mean and stan-
dard deviation; a value of p < 0.05 was considered
statistically significant. The protocol had the ap-
proval from the local Ethics Committee and full in-
formed and signed consent was obtained from pa-
rents.

RESULTS

Four patients, three girls and one boy, ranging
from 10 to 16 years of age, with 1 to 9 years of dis-
ease history, were included in the study. They had
been taking NSAIDs, oral steroids (0.2 to 0.3 mg/kg/
day prednisone equivalent), and methotrexate (10.8
to 12.7 mg/m2/week), subcutaneously. The patient
with JIA associated to enthesitis was also taking
mesalazine (Salofalk®) for Ulcerative Colitis and
beta-agonists plus inhaled steroids for Bronchial
Asthma. The conventional therapies had proven in-
effective in all four patients, whose inflammatory
activity, functional limitations and poor quality of life
were persistent. The duration of treatment was
22 months on average (range 11 to 33 months) at
the time of this report. Table I shows the number of

Allergol et Immunopathol 2007;35(2):52-6

53Norambuena R X et al.—ANTI-TNF IN JUVENILE IDIOPATHIC ARTHRITIS



Download	English	Version:

https://daneshyari.com/en/article/3340287

Download	Persian	Version:

https://daneshyari.com/article/3340287

Daneshyari.com

https://daneshyari.com/en/article/3340287
https://daneshyari.com/article/3340287
https://daneshyari.com/

