
Objectives Our aim was to determine the frequency and spec-
trum of side effects in patients with rheumatoid arthritis (RA)
receiving low doses of MTX and eventually to determine exis-
tence of risk factors for appearance of side effects.
Methods During five years period, 70 patients with active RA
were enrolled in a prospective study. They all fulfilled ARA crite-
ria. There were 54 women and 16 man, between 27 and 76
years. The mean duration of disease was 9,76 ± 7,58 years.
They were treated with low doses of MTX (5 ? 12,5 mg once a
week; mean dose 7,5 mg once a week). The mean duration of
MTX treatment was 2,82 ± 2,27 years. MTX was given to 27
(38,57%) patients without prior treatment with disease modify-
ing antirheumatic drugs. Most of the patients were treated with
NSAID and low doses of prednison, according to indications.

Patients with any of the contraindications for MTX (renal,
hepatic and pulmonary failure, malignant disease, alcoholism,
haematological disorders and uncontrolled diabetes) were
excluded from the study. Monitoring of the side effects included
radiography of lungs at the beginning of the study and regularly
control of complete blood account, urine analyses, liver and
renal function.
Results Adverse effects were found in 27 (38,57%) patients,
which required withdrawal of the drug only in 7 (10%) patients.
Other adverse effects were transitory and enabled continuation
of therapy with dose reduction in 10 (14,28%) patients. The
most frequent side effects were gastrointestinal intolerance, in
15 (21,43%) patients, required cessation of therapy in one
patient. Four patients had elevated liver enzymes in more con-
secutive analyses, urging stopping in three cases. Haematological
disorders were detected in six (8,57%) patients, with tromboci-
topenia in four and leucopoenia and pancitopenia in rest of two
patients. Patient with pancitopenia and one with severe trombo-
citopenia stopped with therapy. Hypersensitive pneumonitis
appeared in one patient, after three months of therapy, with
complete resolution after cessation of therapy. One patient had
mild herpes zoster infection, which required only transitory
withdrawal of the drug.

The adverse effects were seen mostly in the first year of the
therapy?

18 (25,71%) cases. Also all withdrawals were done in the first
year, with cumulative dose from 30 mg. to 340 mg. (average
204,29 mg.). The greatest number of side effects was a registry
among the oldest group of patients (from 60 to 80 age) ? 16
(59,06%) patients. All three patients with control diabetes
shoved some adverse effects.
Conclusion Low dose of MTX is a relatively safe therapy, espe-
cially with careful patient selection. Special attention is required
for older patients as for patients with diabetes and other risk fac-
tors for MTX toxicity. Regular monitoring for side effects is
mandatory during the whole period of therapy.
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Background Ineffective control of clinical activity is frequently
observed in a subgroup of rheumatoid arthritis (RA) patients that

present severe evolution with no response to classical DMARDs
isolated or in association.
Objectives To assess the efficacy of leflunomide in difficult RA in
a 24-week open-label prospective study.
Methods 20 patients fulfilling ACR diagnosis criteria were
selected based on non-response or adverse effects to at least
three DMARDS (including methotrexate -MTX). The patients
were regularly attending the outpatient clinic for at least 5 years
and this study did not bring alterations in their routine care and
follow-up. All patients were female, with erosive disease and in
clinical activity: mean DAS (disease activity score) = 5.30. Their
mean age was 46 years (range 32 to 61) and the mean RA dura-
tion was 12 years (range 5 to 27), and FR positive in 19, pre-
vious use of at least 3 DMARDs (mean 4; maximum 7). At the
beginning of the study chloroquine was currently given to 8
patients, MTX to 13 (mean dose = 19 mg/week; range15–25)
and sulfasalazine to 12. Seven patients were receiving azathio-
prine and only one was on methilprednisolone monthly pulses.
All subjects were receiving oral corticosteroids (CE) (mean 10,5
mg/day; range 7,5 to 20 mg) and NSAIDs. While oral dose CE
and NSAIDS were maintained, all DMARDS were suspended
and Leflunomide administered at the initial dose of 100 mg/day/
3 days followed by 20 mg/day, with no washout period. Clinical
exams and laboratory tests were performed monthly.
Results After 6 months, 60% of the patients were considered
responders achieving ACR >or = 20%. Regarding DAS 28,
75% of the patients were considered responders. CE oral dose
was reduced in 7 patients. Adverse effects were observed in 4
patients: diarrhoea in 2; alopecia in 2. Lymphopenia was
observed in one patient who was well controlled (ACR50
response) with leflunomide every other day. Only one patient
suspended treatment (alopecia plus clinical activity). There was
no increase in transaminase enzymes levels. Increase in alkalyne
phosphatase levels was observed in 5 patients: in four, increase
was mild (< 2 times that of normal range) and in only one > or
= 2 times that of normal range.

Abstract FRI0049 Table 1

Clinical parameters and ESR

(mean ± sd)

Initial (n =

20)

Final (n =

20)

% p < 0.05

(paired T

test)

Swollen joint count 9 ± 4 4 ± 4 59 p = 0.000

Tender joint count 12 ± 8 4 ± 6 64 p = 0.001

Pain – VAS – 0–100 mm 56 ± 29 26 ± 21 54 p = 0.000

Global evaluation patient – 0–100

mm

59 ± 28 29 ± 25 43 p = 0.002

HAQ 1.44 ± 0.73 0.65 ± 0.63 55 p = 0.000

ESR 49.3 ± 22.1 39.5 ± 22.7 20 p = 0.09

DAS 28 5.30 ± 0.79 3.77 ± 1.03 28 p = 0.000

Conclusion Patients refractory to multiple DMARDS can safely
achieve a favourable response with leflunomide.
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