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Objective: To compare the clinical and functional outcome at 2 and 5 years in patients with inflammatory
polyarthritis treated with either methotrexate (MTX) or sulfasalazine (SSZ) as the first disease-modifying
antirheumatic drug (DMARD).
Methods: Patients recruited to a primary-care-based inception cohort of patients with inflammatory
polyarthritis were eligible for this analysis if they were started on either SSZ (n = 331) or MTX (n = 108) as
their first DMARD within 3 months. Outcomes assessed included the Disease Activity Score (DAS)28,
Health Assessment Questionnaire, radiological erosions (Larsen Score) and cumulative mortality with the
proportions still on the original treatment. To overcome potential bias in allocation to these two treatments,
a propensity score was calculated based on baseline disease status variables. Results are expressed as the
mean difference between MTX and SSZ, both unadjusted and adjusted for propensity score.
Results: The baseline differences between the two groups disappeared after adjusting for propensity score.
At 2 and 5 years there were few differences in the clinical outcomes, either unadjusted or after adjustment
for propensity. By contrast, at 5 years the proportion that was erosive was lower in the MTX group: odds
ratio 0.3 (95% confidence interval 0.1 to 0.8), with a 31% lower Larsen Score after adjustment. At both
time points, those treated with MTX were at least twice as likely to remain on that drug as those treated with
SSZ.
Conclusion: Long-term clinical outcome is similar in patients prescribed MTX and SSZ, although it would seem
that MTX has greater potential to suppress erosions, which supports it being the first DMARD of choice.

I
t is now well-accepted that early and aggressive use of
disease-modifying antirheumatic drugs (DMARDs) can
improve the long-term clinical outcome1 in patients with

rheumatoid arthritis. However, it is less clear whether there is
an optimum therapeutic strategy of combination therapy
versus monotherapy or, indeed, which drug should be
prescribed first. The choice of initial treatment is even more
critical as recent studies suggest that the first DMARD given
is likely to be the most effective in terms of reducing C
reactive protein (CRP) levels.2

Many factors, such as relative efficacy, ease of adminis-
tration, side-effect profile, monitoring requirements and cost,
influence the choice of a drug. In addition, assessment of
prognosis means that patients with very active disease tend
to be given the most aggressive treatment. Surveys suggest
that although methotrexate (MTX) is the most commonly
preferred first drug,2 sulfasalazine (SSZ) remains the first
choice among some rheumatologists.3 A meta-analysis of
clinical trial data suggested that both agents had similar
efficacy.4 Recent clinical trials have provided an opportunity
to study outcome from both of these agents when compared
with newer treatments such as anti-tumour necrosis factor
(TNF) treatments or leflunomide. These studies suggest that
typical American College of Rheumatology 20 responses for
SSZ and MTX are similar: range 44–59% and 46–65%,
respectively,5–8 when comparing data between clinical trials.

However, to date only two studies have directly compared
the clinical effectiveness of SSZ and MTX in patients with

early rheumatoid arthritis.6 9 Both of these were 1-year
studies, in patients who were DMARD-naive and rheumatoid
factor-positive, comparing treatment with a combination of
MTX and SSZ with treatment with the individual drugs. No
significant differences were seen at 1 year in Disease Activity
Score (DAS)28 or in the proportion satisfying the American
College of Rheumatology or European League Against
Rheumatism criteria for response. A subsequent report
followed up 146 of the 205 patients included in one of the
original trials6 and compared the 5-year outcome in patients
randomised to either combination therapy or monotherapy,
either SSZ or MTX.10 No significant difference was observed
between the SSZ and MTX group, although the full results
were not reported as the primary aim was to make a
comparison between combination therapy and monotherapy
rather than between the individual monotherapies.

Thus, there are few data comparing the long-term outcome
of the use of these two agents as the preferred DMARD.
Clearly, it is both difficult and expensive to maintain long-
term follow-up in the constraints of a randomised clinical
trial and so longer-term outcomes are increasingly being
studied using prospective observational cohorts. As these are
non-randomised, bias in allocation to one treatment over

Abbreviations: CRP, C reactive protein; DAS, Disease Activity Score;
DMARD, disease-modifying antirheumatic drug; HAQ, Health
Assessment Questionnaire; MTX, methotrexate; NOAR, Norfolk Arthritis
Register; SJC, swollen joint count; SSZ, sulfasalazine; TJC, tender joint
count; TNF, tumour necrosis factor
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another may occur (known as ‘‘confounding by indication’’).
The propensity score has been proposed as a method for
adjusting for potential bias in allocation of treatment11 with
outcomes compared between treatment groups after adjust-
ing for propensity score.

Our study aimed to investigate whether there were
differences in the 2-year and 5-year outcome in a large
inception cohort of patients prescribed MTX or SSZ as their
first DMARD.

PATIENTS AND METHODS
Study design
A prospective cohort study was undertaken following up
patients recruited to a large population-based registry of
patients with inflammatory polyarthritis recruited from
primary care. Patients treated with either SSZ or MTX as
their first DMARD were followed up at 2 and 5 years to
compare their clinical, functional and radiological outcome.

Patients
The patients for this study were recruited from the Norfolk
Arthritis Register (NOAR), a primary-care-based inception
cohort of patients with early inflammatory polyarthritis.
Details of the registry have been published elsewhere.12

Briefly, the registry covers the area of the former Norfolk
Health Authority, with a population of roughly half a million
people. Any adult (age >16 years) presenting to his or her
primary care physician with swelling of two or more joints
lasting at least 4 weeks is notified to NOAR. A parallel
notification system operates from hospitals within the
catchment area. All patients who are referred to secondary
care are treated by one of three rheumatologists according to
their routine clinical practices.

Between 1990 and 1999, 2659 patients were recruited by
NOAR. NOAR aims to undertake the baseline assessment
within 2 weeks of receiving notification. At the hospital,
attending patients were referred to NOAR after their first
hospital attendance; some patients would have been started
on DMARD treatment before notification. For the purposes of
this analysis, investigation is restricted to patients who
started treatment with either SSZ or MTX as their first
DMARD within 3 months of their baseline visit and had been
followed up for at least 2 years. Patients started on MTX at
7.5 mg/week or on SSZ at 2 g/day. Details of the patient
cohorts and their follow-up are summarised in fig 1A,B. All
patients provided informed consent. The local research ethics
committee approved the study.

Assessment
One of a team of trained research nurses carried out a
structured interview and clinical examination at the baseline
and follow-up assessments. Data recorded included age at
symptom onset, sex, symptom duration, tender joint count
(TJC, 53 joints) and swollen joint count (SJC, 51 joints). At
baseline, blood samples were taken for rheumatoid factor
and CRP measurement. Rheumatoid factor was measured
using a latex agglutination technique, and a titre of >1/40
was considered positive. The DAS28 was calculated for each
patient using the 28 SJC, 28 TJC and CRP, using the
following formula13:

DAS28 = (0.566SQRT(TJC28)+0.286SQRT(SJC28)+
0.366ln(CRP+1))61.10+1.15.

All patients also completed a Health Assessment
Questionnaire (HAQ), modified for use in British patients.14

At 5 years, patients had a repeat CRP and the DAS28 was
calculated. At this point, patients were also invited to have x
rays of the hands and feet, which were scored for the

presence or absence of erosions (and patients were classified
as having erosions or not) and the Larsen Score as previously
described.15 At both follow-up points, the proportion of
patients who were still on their original treatment was
derived as an indicator of the combined effects of tolerance
and efficacy. For the purposes of this analysis, remission was
defined as no swollen or tender joints in patients not
currently taking DMARDs.

Statistical analysis
The baseline demographics, disease activity and severity
measures were compared between the two groups. The
outcomes were expressed as changes from baseline in the
joint counts, CRP, DAS28 and HAQ score. Differences in
remission, still on treatment and erosive (at 5 years) were
expressed as odds ratios (ORs) (with 95% confidence interval
(CI)). The Larsen Scores were compared at 5 years.

As this was an observational study there was likely to be
confounding by indication in allocation between the two
treatments. We therefore adjusted for such differences using
a propensity score, which predicts the probability of receiving
MTX rather than SSZ as a first treatment, from all baseline
variables that might also predict the outcome. Patients were
then divided into strata, on the basis of their propensity
score. Within each stratum, the baseline variables between
the two treatments should be balanced. Thus, any within-
stratum difference in outcome is assumed to be due to the
differences in treatment.

Normally, logistic regression is used to calculate the
propensity score. However, if the model is not specified
correctly, the propensity score will not balance the baseline
variables. It was therefore essential to check the fit of the
propensity score model. The Hosmer–Lemeshow test16 was
used to verify that the differences between the observed and
expected numbers of patients receiving each treatment
within each stratum were small enough to be explained by
chance alone, and would suggest that no variables that
differed greatly between the two treatment groups had been
omitted from the model. Secondly, the balance of each
baseline variable between the two treatments within each
stratum was assessed: if any variable remains unbalanced, it
suggests that there is an interaction between that variable
and another that should be entered into the logistic
regression model, or that the association between that
variable and treatment assignment is non-linear, and a more
complex model needs to be fitted. For continuous variables,
the balance before and after stratifying by propensity score
was calculated using Wilcoxon’s rank sum test and van
Elteren’s test (the respective non-parametric equivalents of
one-way and two-way analyses of variance). For categorical
variables, logistic regression was used.

Comparing outcomes
The outcomes at 2 and 5 years were compared using
Wilcoxon’s rank sum test for continuous variables and the
x2 test for categorical variables. As a more powerful test, the
outcomes in the two treatment groups were then compared
after adjustment for the relevant baseline values (except for
the radiographic outcome, as x rays were not taken at
baseline). Linear regression was used for all continuous
variables to compare the mean change and logistic regression
used for the categorical variables, with results expressed as
ORs. Finally, these regression analyses were repeated after
adjusting for propensity stratum. The residuals for all models
of continuous variables approximated to a normal distribu-
tion, except for the Larsen Score. This variable was highly
skewed, and thus the log score was used as the dependent
(outcome) variable.
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Recruited NOAR 
1990 8

First drug SSZ
(n = 494)

  Excluded as on drug for 
�3/12 by baseline visit (n = 53)

  Excluded as did not start 
drug until   �6/12 after baseline (n = 110) 

Initial cohort 
(n = 331)

  Died (n = 7)

 Lost to FU (n = 66)

Patients with 2 year 
data 

(n = 258)

  Died (n =14)

 Lost to FU (n =16)

Patients with 5 year 
data 

(n = 273)
 Returned (n =45)

 Died (n =3)

A

Recruited NOAR 
1990 1998

First Drug MTX
183

13  Excluded as on drug for 
3/12 by baseline visit

62   Excluded as did not start 
drug until  6/12 after baseline 

Initial cohort 
108

4  Died

19 Loss to FU

Died (n = 7)

2 Loss to FU

Patients with 5 year data 
86

10 Returned

Recruited NOAR 
1990  8

First drug MTX
(n =183)

Excluded as on drug for 
� 3/12 by baseline visit (n =13)

 Excluded as did not start drug 
until   � 6/12 after baseline (n = 62) 

Initial cohort 
(n = 108)

 Died (n = 4)

 Lost to FU (n = 19)

Patients with 2 year data 

Lost to FU (n = 2)

Patients with 5 year data 
(n = 86)

(n = 85)

Returned (n = 10)

B

Figure 1 Flow chart of participants using (A) sulfasalazine (SSZ) and (B) methotrexate (MTX). FU, follow-up; NOAR, Norfolk Arthritis Register.
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RESULTS
Characteristics of the study cohort at baseline
In all, there were 677 patients whose first treatment was
either MTX or SSZ; of these, 66 had been on treatment for
.3 months by the time of their baseline visit and 172 did not
start treatment until .6 months after baseline, leaving 439
for subsequent analysis. The numbers of patients on each
drug who were successfully followed up at the two time
points are shown in figs 1A,B. Strenuous efforts were made at
5 years to contact those patients lost to follow-up at 2 years,
and so the follow-up rates were higher at the later follow-up.
Data were available on 78% and 79% of all eligible patients in
the SSZ and MTX groups, respectively.

Table 1 shows the baseline characteristics of each group.
Patients starting SSZ were younger at diagnosis (median age
53 v 58 years; p = 0.1) and had higher SJC and TJC (medians
8 v 7; p = 0.06 and 10 v 7; p = 0.1, respectively). The
proportion who were coprescribed steroids was higher in
the MTX group (14, 13.9%) than in the SSZ group (22, 6.7%).
Baseline CRP, DAS28 and HAQ scores were similar between
the two groups. The most likely explanation for these
differences lies in a secular change with both an increasing
use of MTX and a lower threshold, in terms of the number of
active joints, for starting either agent as the 10-year
recruitment period progressed (fig 2).

Propensity scoring
The propensity score was calculated using only those 358
patients who were followed up for 5 years. In addition to the
variables listed in table 1, for the reasons stated earlier (fig 2),
the date at which the patient was registered by NOAR was
also included in the propensity score. As the increase in the
use of MTX was non-linear with time, a quadratic term for
time was also included in the model. Apart from time, the
only other significant predictor of MTX treatment was age at
onset, with older patients being more likely to be treated with
MTX. Patients satisfying rheumatoid arthritis criteria at
baseline were more likely to receive treatment with MTX,
but the effect was not significant (OR 1.9, 95% CI 0.96 to 3.8).

Figure 3 shows the proportion of patients treated with
MTX in each of the propensity score quintiles, increasing
from 1% in the bottom quintile to 72% in the highest. The
Hosmer–Lemeshow x2 was 1.2 (df = 3, p = 0.7), which
suggests that the model fitted the data extremely well. As a
further test, all variables in the propensity score were
balanced between treatments, having adjusted for propensity
quintile (table 1).

Outcomes after 2 years
Table 2 shows the outcome at 2 years. In both the groups,
there were declines in both SJC and TJC, and in mean HAQ,
although the changes were very similar with the two drugs. A
higher proportion of patients taking MTX (56%) had no
change in treatment over the 2 years compared with those
taking SSZ (50%), which after adjustment was equivalent to
an approximate doubling of the odds of drug survival in the
MTX group. Adjusting for propensity (table 2) made little
difference to the results. There was, for example, a
propensity-adjusted difference of 0.03 lower fall in HAQ in
the MTX than in the SSZ groups.

Outcomes after 5 years
At 5 years, in addition to the clinical data described earlier,
information was also available on CRP (enabling calculation
of the DAS28 score) and radiological erosions. There were
larger falls in both the TJC and SJC in the SSZ-treated group
than in the MTX-treated group, which were significant
(table 3). These joint counts were higher at baseline in the
SSZ-treated group and, after adjusting for the propensity

score and the baseline score, there was no significant
difference in the change in either count between the
treatments (table 3). The mean CRP showed a greater
increase in the MTX group, as did the mean 5-year DAS28,
although this difference was not significant, and after
adjustment the changes in 5-year DAS28 were almost
identical (table 3).

The proportions of erosive and mean Larsen Scores were
higher in the SSZ group, although these crude differences
were not significant. The odds of erosions at 5 years in the
MTX group were 0.8 of those of the SSZ group before
adjusting for propensity, but this apparent protection
increased to 0.3 (95% CI 0.1 to 0.8) after adjustment
(table 3). The mean difference in Larsen Score also increased
after adjustment and was 31% lower in the MTX group,
although this was not significant.

More patients in the MTX group were still taking MTX as
their first DMARD (34% v 22%), as had been the case at
2 years. After adjusting for propensity this was equivalent to
a 2.2-fold greater odds of drug survival (table 3).

In general, adjusting for the propensity score tended to
improve the outcome of the patients treated with MTX,
suggesting, given the baseline disease status, that the
predicted (expected) outcome of these patients was worse
than the expected outcome in the patients treated with SSZ.

DISCUSSION
This study recruited 439 patients with inflammatory poly-
arthritis as soon as possible after their first attendance at
primary care, who were followed up for 5 years, having
started treatment, within 6 months of symptom onset, with
either MTX or SSZ as their first DMARD. Approximately 75%
of these had been treated with SSZ. Clear secular patterns
were observed during the 10-year recruitment period, with a
shift towards greater first use of MTX and towards starting
DMARDs with fewer active joints. We found few other
differences in the disease characteristics between those
prescribed these two agents. Continuation on MTX was
substantially more in patients treated with MTX and this
agent was also associated with a considerable reduction in
the likelihood of erosions by 5 years. Baseline radiographic
data were not collected in these patients and therefore we
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were unable to look at change by, as opposed to state at,
5 years in radiographic appearance. Thus the differences
observed may represent baseline effects rather than drug
effects. It was assumed that the likelihood of radiographic
damage, given the short duration and primary care recruit-
ment, would be small at baseline, which, if correct, would
suggest that the adjusted 5-year differences were real.
Further, the baseline disease characteristics, such as the
median DAS and rheumatoid factor positivity, were virtually
identical in the two treatment groups (table 1) and hence the
expected erosion risk at baseline was unlikely to have been
considerably different.

This was not a randomised clinical trial but an observa-
tional study of treatment outcome. It was also a study of the
effect of the first DMARD prescribed and, as shown above,
considerable proportions of patients at both the 2-year and 5-
year points were not taking this first agent: some had ceased
DMARD treatment and others had switched. This analysis
can be considered to have dealt with the question ‘‘do
patients in the ‘real world’ who start with MTX as their first
DMARD have a better outcome than those who start with
SSZ, independent of what treatment changes happen
subsequently?’’

As this was not a clinical trial, the doctor was free to
change, stop or add treatments as clinically indicated. The
starting doses of 7.5 mg/week for MTX and 2 g/day for SSZ
would have changed during the course of the study in

relation to perceived change in clinical state. Further, as may
be expected, patients changed their actual drug during the
follow-up. Thus, 41% of patients starting on SSZ had
switched to MTX at some stage, with only 13% changing in
the opposite direction. An observational study such as this
cannot easily adjust for the confounding by indication that
leads to treatment change during the course of observation.
Indeed, such changes in response to changed clinical state
should result in greater outcome similarity and, for example,
would be against the direction of finding a beneficial effect
on radiological outcome from starting with low-dose MTX.

In NOAR the assessments are made by specially recruited
nurses but the therapeutic decisions are made by the
patient’s own rheumatologist. Thus, the baseline disease
status used in this paper does not reflect the status on the
actual date of starting treatment. We allowed up to 3 months
between baseline and starting treatment to keep the delay as
short as possible. As implied earlier, there were several
patients who were started on DMARD at their first visit and
hence were already on treatment by their baseline visit.
Although this would have had a major effect, such an effect,
if present, would be greater earlier on. We therefore under-
took a subgroup analysis on outcome at 2 years, excluding
those patients who were referred to NOAR after they had also
been started on treatment. We found no major differences
between the subgroup and the dataset as a whole. Thus, the
proportions still on treatment for the whole cohort and after
excluding those already on treatment were 56% and 54% for
MTX and 46% and 49% for SSZ. Changes in the other
parameters measured (table 2) were also virtually identical.

The comparison would also have been influenced if there
were considerble differences in baseline cotherapy with other
DMARDs, including steroids, between the groups. The
proportions taking another DMARD at this stage were small
and the other agent was almost always a steroid. The
proportion taking steroids was higher in the MTX group (14,
13.9%) than in the SSZ group (22, 6.7%). Adjusting for these
baseline treatments, in addition to the propensity scores, did
not alter the results in any substantive way (data not shown).

Apart from the secular trend towards the use of MTX over
SSZ, there were only a few differences in the baseline disease
characteristics, with some evidence towards a policy of
starting DMARD treatment with fewer active joints.

The approach used in this study had some advantages. We
were able to follow up patients for 5 years, an objective not
easily achieved in a clinical trial. The population was
unselected as far as possible and the results should have
wide applicability to other newly recognised cohorts with
inflammatory polyarthritis. We have shown elsewhere that

Table 1 Baseline characteristics of each group

MTX group,
n = 108

SSZ group,
n = 331

p Value for difference

Unadjusted for
propensity

Adjusted for
propensity

Age at diagnosis (years), median (IQR) 58 (39, 67) 53 (41, 63) 0.09 0.7
Female, n (%) 69 (64) 200 (60) 0.6 0.9
RF positive, n (%) 48 (47) 137 (46) 0.8 0.6
Satisfy RA criteria at baseline, n (%) 60 (57) 176 (60) 0.9 0.9
SJC (51 joints), median (IQR) 7 (2, 14) 8 (3, 15) 0.06 0.9
TJC (53 joints), median (IQR) 7 (2, 17) 10 (4, 20) 0.1 0.8
Nodules, n (%) 11 (10) 28 (9) 0.9 0.6
Baseline CRP*, median (IQR) 14 (3, 30) 12 (5, 30) 0.8 0.5
Baseline DAS28, median (IQR) 4.5 (3.0, 5.4) 4.6 (3.6, 5.5) 0.3 0.8
Baseline HAQ, median (IQR) 1.3 (0.5, 1.9) 1.1 (0.5, 1.6) 0.6 0.9
Delay from symptom onset to drug
start (months), median (IQR)

5.8 (3.0, 13.1) 7.1 (3.1, 11.2) 0.9 0.9

CRP, C reactive protein; DAS, Disease Activity Score; HAQ, Health Assessment Questionnaire; IQR, interquartile range; MTX, methotrexate; RA, rheumatoid
arthritis; RF, rheumatoid factor; SJC, swollen joint count; SSZ, sulfasalazine; TJC, tender joint count.
*93 of MTX group and 261 of SSZ group had CRP measured at baseline.
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the categorisation as rheumatoid arthritis, using the current
criteria, is unstable in early arthritis17 and patients do not
necessarily satisfy criteria for rheumatoid arthritis at baseline
and in real life; rheumatologists do not necessarily wait for
criteria to be satisfied before starting DMARD treatment.

There are, however, some important disadvantages. Firstly,
an observational study, even after adjusting for treatment
propensity, cannot allow for unmeasured confounders that
might have influenced treatment allocation.18 The distribu-
tion of baseline characteristics between the two groups in
each of the propensity stratum provided some reassurance
that no major confounders were missed. Secondly, as
patients were reviewed only annually, there are no robust
data on some key variables that may have influenced the
outcome that would be normally collected in a well-
conducted clinical trial, such as the use of cotherapies such
as non-steroidal anti-inflammatory drugs or steroid injec-
tions. It is interesting to note that most of the patients stayed
with their original drug. We also had no robust data on side
effects and their timing. The mortality was slightly higher in
the MTX group (10%) than in the SSZ group (7%), but this
reflects the slightly higher age at onset (table 1).

MTX has been described as ‘‘the anchor drug’’ for the
treatment of early rheumatoid arthritis19 and it is probably
the most widely used preferred DMARD, particularly in North
America. It has been reported from more selected cohorts
that patients stay on MTX longer than on other DMARDs,20 as

was the case in this study. SSZ is, however, widely used in
Europe and the rest of the world. Surprisingly, data on only a
few clinical trials are available on the relative efficacy of these
two agents. There have been two published trials,6 9 whose
main focus was different—that is, to compare the results
with these two agents when given singly and when given in
combination. From the data in these trials, there was no
difference between the performance of the drugs, although
the studies were only of 1-year duration and, unlike this
study, were not able to examine radiological outcomes at
5 years. These trials were also small in size. The first trial
recruited just ,70 patients in each treated group but had 80%
power to detect an effect size of 0.5.6 By contrast, the second
trial recruited only 35 patients in each group and was almost
certainly underpowered to detect a meaningful difference,
although the power was not stated in the paper.9 Our study was
obviously much larger, but real differences may have been
missed between the drugs because of small sample size. It is not
possible to calculate statistical power in the conventional sense
by using the propensity approach, but the 95% CI for the
propensity-adjusted differences gives an indication of the
probable range of the true difference between the drugs.

We conclude that both SSZ and MTX are effective agents,
but there is good evidence, despite the shortfalls of an
observational approach, that MTX has a much stronger
potential for suppressing the development of erosions, which
would support its being the preferred DMARD.

Table 2 Two-year outcome for each group

MTX group,
n = 85

SSZ group,
n = 258 p Value

Difference between mean changes, adjusted for baseline*

Unadjusted for propensity Adjusted for propensity

Continuous variables Mean (95% CI) Mean (95% CI)
SJC: median change (IQR) 23 (29, 0) 24 (211, 0) 0.3 21.12 (22.78 to 0.54) 20.59 (22.64 to 1.45)
TJC: median change (IQR) 22 (211, 0) 24 (210, 1) 0.9 22.66 (25.11 to 20.20) 21.33 (24.36 to 1.97)
HAQ: median change (IQR) 20.3 (20.7, 0.1) 20.3 (20.6, 0.1) 0.9 0.00 (20.18 to 0.17) 20.03 (20.25 to 0.18)

Categorical variables OR (95% CI) OR (95% CI)
Remission: number (%) 5 (6) 14 (5) 0.9 1.1 (0.4 to 3.1) 0.8 (0.2 to 2.8)
Still on same treatment at 2 years:
number (%)

48 (56) 129 (50) 0.3 1.3 (0.8 to 2.1) 1.8 (0.9 to 3.3)

Died: number (%)� 4 (4) 7 (2) 0.4

HAQ, Health Assessment Questionnaire; IQR, interquartile range; MTX, methotrexate; SJC, swollen joint count; SSZ, sulfasalazine; TJC, tender joint count.
*This was done using linear regression, with the change in outcome as the dependent variable, the baseline value of the outcome as a continuous predictor and the
group membership (SSZ or MTX) as an indicator variable. The value in the table is the coefficient of the indicator variable.
�Proportion of deaths refers to initial cohort.

Table 3 Five-year outcome for each group

MTX group,
n = 86

SSZ group,
n = 273 p Value

Difference between mean changes, adjusted for baseline

Unadjusted for propensity Adjusted for propensity

Continuous variables Mean (95% CI) Mean (95% CI)
SJC: median change (IQR) 24 (29, 1) 26 (213, 21) 0.02 0.73 (20.46 to 1.93) 20.75 (22.20 to 0.69)
TJC: median change (IQR) 23 (211, 2) 26 (216, 21) 0.01 2.50 (0.24 to 4.75) 20.00 (22.75 to 2.75)
CRP*: median change (IQR) 26.5 (228, 5) 25 (221, 3) 0.7 6.08 (21.50 to 13.66) 4.02 (24.50 to 12.54)
DAS28*: median change (IQR) 21.4 (22.7, 20.1) 21.4 (22.3, 20.4) 0.9 20.07 (20.61 to 0.46) 20.06 (20.69 to 0.57)
HAQ: median change (IQR) 20.1 (20.6, 0.4) 0 (20.6, 0.5) 0.4 20.06 (20.26 to 0.13) 20.10 (20.34 to 0.15)
Larsen Score: median (IQR) 8 (0, 28) 14 (2, 36) 0.3 215 (244% to 28%) 231 (259% to 15%)

Categorical variables OR (95% CI) OR (95% CI)
Erosive�: number (%) 24 (59) 117(63) 0.6 0.8 (0.4 to 1.7) 0.3 (0.1 to 0.8)
Remission: number (%) 12 (14) 40 (15) 0.4 1.0 (0.5 to 2.0) 1.0 (0.4 to 2.4)
Still on same treatment at 5 years:
number (%)

29 (34) 62 (22) 0.04
1.7 (1.0 to 2.9) 2.2 (1.1 to 4.5)

Died: n (%) 11 (10) 24 (7) 0.3

CRP, C reactive protein; DAS, Disease Activity Score; HAQ, Health Assessment Questionnaire; IQR, interquartile range; MTX, methotrexate; SJC, swollen joint
count; SSZ, sulfasalazine; TJC, tender joint count.
*38 patients treated with MTX and 171 patients treated with SSZ had CRP at baseline and 5 years.
�41 patients treated with MTX and 186 patients treated with SSZ had x rays.
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