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Methotrexate and leflunomide survival in
patients with psoriatic arthritis

Abstract: The objectives of this study were to estimate the survival rate of the most frequently used
DMARD:s in a cohort of PsA patients and factors associated with a higher survival rate.

Methods: Patients > 18 years of age with PsA according to CASPAR criteria, belonging to the RAPSODIA
cohort were studied. Socio-demographic, clinical and treatment data were collected. Statistical analysis:
Kaplan Meier survival curves and log rank were used to analyse and compare drugs’ survival rate. Cox
proportional analysis was performed to determine associated factors with drug survival.

Results: 87 patients with PsA were included with a median age of 52 years (IQR 40.2-61.7) and a slight
female predominance (52.9%). Seventy patients (80.5%) received MTX, 23 (32.9%) had to discontinue
it due to adverse events (65%) or treatment failure (35%). The median survival time of MTX treatment
was 13 years (IQR 8.5-17.4). The cumulative survival rate after 10 years of treatment was 55%, being
significantly higher among patients receiving concomitant steroid therapy (median 16.4 + 2.3 years vs.
10 £ 2 years, p=0.01).

Of the 16 patients receiving LFN, 56.25% had to discontinue, estimating a median survival time of 6 years
(IQR 1.6-10.3). The cumulative survival rate after 10 years was 35%. Using a cut-off value of 50 years,
elderly patients had a higher drug survival (median 5.5 + 1.5 years vs. 3 + 1 years, p=0.03).

Conclusion: MTX was the most frequently DMARD used. MTX cumulative survival was greater than that
of LFN and was favoured by concomitant steroid therapy. LFN survival was higher amongst elderly
patients.
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Introduction observed that approximately 35% of the patients
discontinue MTX [3], yet in PsA limited data
exists regarding MTX survival rate. Leflunomide
(LFN) is another DMARD increasingly used,

but there is even less evidence regarding survival

Psoriatic Arthritis (PsA) is a heterogeneous disease
and treatment should be tailored according to
its severity. The goal of treatment for all PsA

patients should be remission or low disease .
data and tolerance. Awareness of drug survival

activity. Disease modifying anti-rheumatic drugs
(DMARD:s) has the potential for controlling
disease activity, however, unlike their effect
in other rheumatic diseases, in PsA they have
not proven to be useful in preserving cartilage
integrity or reduce radiographic progression [1].
Nonetheless, they are still considered first line
therapy, especially for patients with polyarticular
involvement or widespread skin disease [2].

(MTX) is the DMARD of

first choice, although long term treatment is

Methotrexate

in occasions limited due to adverse events.

In Rheumatoid Arthritis (RA) it has been

and reasons of treatment withdraw of such
medications could maximize treatment benefit
for PsA patients.

The objectives of this study were to estimate the
survival rate of the most frequently DMARDs
used in a cohort of PsA patients, as well as the
main causes of drug discontinuation and factors
associated with a higher survival rate.

Patients and methods

Patients > 18 years of age with PsA according to
CASPAR criteria, belonging to the RAPSODIA
cohort (‘Registro de Artritis Psoridsica del IREP
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Argentina’) were studied. Socio-demographic
and clinical forms of the disease were recorded.
Peripheral involvement was assessed by 66/68
swollen and tender joint count, and by the
composite indexes DAS28 (Disease Activity
Score) [4] and DAPSA (Disease Activity for
Psoriatic Arthritis) [5]. Quality of life was
evaluated using the questionnaires DLQI
(Dermatology Life Quality Index) [6] and
PsAQoL (Psoriatic Arthritis Quality of Life) [7],
functional status by HAQ-A (Health Assessment
Questionnaire- Argentine version) [8] and axial
involvement using BASDAI (Bath Ankylosing
Spondylitis Disease Activity Index) [9] and
BASFI (Bath Ankylosing Spondylitis Functional
Index) [10]. Furthermore, the composite index
CPDAI (Composite Psoriatic Disease Activity
Index) [11] was calculated. Psoriasis was studied
by means of PASI score (Psoriatic Area and
Severity Index) [12], and nail involvement
using PNSS (Psoriatic Nail Severity Score) [13].
Physical examination also included assessment
of dactilitis (measured by the difference in the
circumference between two fingers or toes)
and enthesitis through MASES (Maastricht
Ankylosing Spondylitis Enthesitis Score) [14].
Data regarding treatment was gathered by a

direct interview with the patient and from
medical records in order to reduce forgetfulness
bias.

Statistical analysis: Continuous variables are
expressed as medians and interquartile range
(IQR), while categorical data as frequencies
and percentages. Mann Whitney or T test with
Levene’s test for homogeneity of variance were
used to compare continuous variables, and Chi2
or Fisher’s exact test for categorical data. Kaplan
Meier survival curves and log rank were used to
analyse and compare drugs’ survival rate. Cox
proportional analysis was performed to determine
associated factors with drug survival. A p value
less than 0.05 was considered significant.

Results

Of the 120 patients belonging to the RAPSODIA
cohort, 87 had complete data to be included in the
present analysis. Median age was 52 years (IQR
40.2-61.7) and 52.9% were females. Median
PsA duration was 10 years (IQR 6-17). The most
prevalent clinical form was polyarticular (60%),
followed by decreasing order of frequency by
oligo/monoarticular (32%), spondylitic (7%)
and mutilans (1%). Clinical characteristics of the
population are depicted in Table 1.

Table 1. Sociodemographic and Clinical Characteristics

Variable
Female sex n (%)
Age in years m (IQR)

PsA duration in years m (IQR)
Psoriasis duration in years m (IQR)
DAS 28 m (IQR)

DAPSA m (IQR)

PASI m (IQR) 1.1 (0.3-3.98)
HAQ-A m (IQR) 0.87 (0.25-1.25)
BASDAI m (IQR) 4.1(1.9-7)
PsAQoL m (IQR) 8(2-13)
Polyarticular n(%) 50 (60)
Clinical form of PsA Oligoarticular n(%) 26 (32)
Spondylitic n(%) 6(7)
Mutilans n(%) 1(1)
Methotrexate n(%) 70 (80.5)
Treatment Leflunomide n(%) 16 (18.4)
Combined n(%) 5(5.8)
Methotrexate m(IQR) 13(8.57-17.42)
Drug survival in years
Leflunomide m(IQR) 6(1.66-10.33)

m, median; IQR, interquartile range; DAS28, disease activity score; HAQ-A, Health Assessment Questionnaire; DAPSA,
Disease Activity for Psoriatic Arthritis; PASI, Psoriatic Area Severity Index; BASDAI, Bath Ankylosing Spondylitis
Disease Activity Index; PsAQoL, Psoriatic Arthritis Quality of Life

n=87
46 (52.9)
52 (40.2-61.7)

10 (6-17)
21(14-32)
3.52(2.47-4.37)
15.35(7.58-23)
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Seventy patients (80.5%) received MTX,
and 23 (32.9%) had to discontinue it due to
adverse events (65%) or treatment failure
(35%). The most frequent adverse events
were gastrointestinal (GI) intolerance (47%),
elevated transaminase (40%), elevated alkaline
phosphatase (7%) and nodules (7%). The
median survival time of MTX was 13 years
(IQR 8.5-17.4). The cumulative survival rate
after 10 years of treatment was 55%, being
significantly higher among patients receiving
concomitant steroid therapy (median 16.4
2.3 years vs. 10 + 2 years, p=0.01) Figures 1 and
2. This association was confirmed in the Cox
proportional analysis.

Of the 16 patients receiving LEN, 56.25%
had to discontinue it, estimating a median
survival time of 6 years (IQR 1.6-10.3).
The main reasons for discontinuation were
adverse events (44.5%) and treatment failure
(33.3%). The most frequent adverse events
reported were haematological disorders
(25%), elevated transaminase (25%) and GI
intolerance (25%). The cumulative survival
rate after 10 years was 35% (Figure 3).
Patients age had a mayor impact in LEN
survival; using a cut-off value of 50 years,
elderly patients had a higher drug survival
(median 5.5 + 1.5 years vs. 3.3 + 1 years,
p=0.03) Figure 4.
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Figure 1. Methotrexate Treatment Cumulative Survival
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Figure 2. Cumulative Survival Rate of Methotrexate Treatment According to Concomitant Steroid
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Figure 3. Cumulative Survival Rate of Leflunomide Treatment
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Figure 4. Cumulative Survival Rate of Leflunomide Treatment According to Patients’ Age

Discussion

In this cohort of PsA patients, MTX was the most
frequently DMARD used (80.5%), followed by
LFN (18.5%). The cumulative survival rate of
MTX after 10 years of treatment was 55%, being
significantly higher among patients receiving
concomitant steroid therapy. In contrast, one
third of the patients receiving LEN continued
treatment after 10 years, with a higher survival
rate amongst patient’s > 50 years of age. Adverse
events and loss of efficacy were the main reasons
of discontinuation for both drugs.

The data provided by our study show a high
MTX survival rate in PsA patients, with a median
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of 13 years. An Italian PsA cohort observed that
60% of the patients continue MTX after 3 years
of treatment [15]. Lie et al., described a similar
MTX survival rate in PsA as in RA [16]. Data
from United Kingdom (UK) estimated a mean
MTX treatment duration of 18.6 months [3],
whilst Dalkilic et al, studying mainly patients
with RA and few with PsA, calculated and
average time to MTX discontinuation of only
8.1 months [17].

The main reason of MTX discontinuation in
our cohort was due to adverse events, being GI
intolerance the most frequently reported event.
These data are similar to those observed in UK
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[3]. Conversely, Dalkilic et al described a lower
Gl intolerance to MTX, corresponding to 28.6%
[17]. The Italian cohort only reported 10% of
adverse events and patients had a good tolerance
to MTX [15]. Comparisons between these
cohort is difficult due, among other reasons, to
loss of follow up, the variable number of patients
and the median MTX dose used included in each
study.

Unlike to Lie et al.,, that found that a longer
disease duration, younger age, worse functional
status and worse disease assessment by the patients
were independent predictors of MTX withdraw,
our study only observed a longer MTX survival
in those patients taking concomitant steroid
therapy [16]. Due to the study design, it is hard
to find a definite answer for this association.
A possible explanation to this finding could
be that combined steroid treatment facilitates
comprehensive disease control and consequently
fewer patients abandon medication due to lack
of efficacy. We have checked this difference in
the 23 patients who discontinued due to adverse
events and found no dissimilarities. However,
the number is very small and the possibility of a
type Il error is quite high.

LEN has demonstrated to be useful in controlling
joint and skin manifestations in PsA [18]. It
has been recently reported that approximately
50% of patients treated with LEN show disease
improvements after one year of treatment [19].
A prospective study including PsA patients from
daily practice described that LFN improves
peripheral, skin and nail involvement as well
as fatigue. The rate of discontinuation after 24
weeks of treatment was 12.3%, and adverse
events were reported in 12.1% of the patients
[20]. In addition, a retrospective study from
Malesci et al estimated a discontinuation rate
of 29% after 24 months of treatment with
LEN [21]. GI intolerance should been analyzed
in the light of previous DMARD use. In our
cohort, 65% of the patients had previously
been treated with MTX and to a lesser extend
with 2 DMARD:. The striking observation that
elderly patients had a higher LEN survival rate
cannot be explained. Knowing the safety profile
of this drug; the increased risk of high blood
pressure, alopecia, and GI intolerance among
other common adverse events, one would tend
to think that older patents would present less
tolerance.

Limitations to our study include its retrospective
nature, the study design that does not allow a

direct comparison between the survival rates
of both drugs, and the fact that GI intolerance
was defined according to the treating physician
criteria.

Despite the fact that the beneficial influence of
DMARD:s in radiographic progression has not
yet been proven, they are able to control disease
activity in a considerable number of patients,
motive of their consideration as first-line drugs
for PsA [22]. Nevertheless, the lack of response
or the incidence adverse events should not
delay therapeutic decisions to other drugs with
different modes of actions.

To the best of our understanding, this is the first
study to assess the survival rate of DMARDs in
PsA patients from daily practice in Argentina.
MTX was the most frequently DMARD used
followed by LFN. MTX cumulative survival was
greater than that of LFN and was favoured by
concomitant steroid therapy, while LEN survival
was higher amongst elderly patients.
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