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Summary

Early intervention with slow acting anti-rheumatic drugs (SAARDs) has led to
improvement in substantial proportion of rheumatoid arthritis (RA) patients.
The present open, controlled study was designed to assess whether a combination
of SAARDs offer any added benefit. Fifty-four adult RA patients were randomly
allocated to methotrexate (MTX) (n=27) and MTX plus sulphasalazine (SSZ)
(n=27) groups. The subjects were followed-up fortnightly for four weeks then
monthly for six months. The disease activity was assessed with the help of 10
clinical and four laboratory indices. The improvement was graded as: minor,
mild decreases in indices, non-steroidal anti-inflammatory drugs (NSAIDs)
continued, physician's global assessment (pGA) decreased by one; marked,
acceptable decreases in indices, NSAIDs being taken sparingly, PGA decreased by
at least 2, and complete, all indices normalised and patients discontinued NSAIDs
completely. The improvement was considered clinically important when marked
or complete improvement occurred. Adverse drug reactions resulted in
withdrawal of 4 subjects from the MTX+SSZ group and 1 from the control
groups. Four and three subjects in the combined and MTX groups respectively
were lost to follow-up. Subjects in both groups showed significant decline in all
indices except hemoglobin and neutrophil count. The differences between the
two groups in the pre-treatment and post-treatment values were insignificant.
Complete, marked, minor and no improvement occurred in 4 (21%), 12 (63%),3
(16%) & Oin theMTXandin 11 (48%),7 (30%),4(17%) & 1 (4%) inMTX+SSZ
groups respectively. The differences in the rates of complete and clinically
important improvement between the two groups were insignificant (P 0.1398 and
0.7092). The incidence ofside effects was insignificantly higher in the MTX+SSZ
group. Most of them were mild and transient. The combination of SAARDs
offered little added advantage in RA. However, the higher rate of complete
improvement in the combination group justifies trials including larger samples.

Introduction Arthritis (RA).! In a few long term follow-up

Early institution of Slow Acting Anti- studies, this approach often resulted in a
Rheumatic Drugs (SAARDs) is now an short term response and failed to improve the
acceptedoption inthe therapyof Rheumatoid long term outcome.2,3Thus, a moderated
1. Deptt. of Medicine, BSMMU, Dhaka, 2. Deptt. of Statistics, NIPSOM, Mohakhali, Dhaka.
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enthusiasm has naturally led to a quest for
alternative. More effective measures,

including combination of SAARDs. The
present communication describes the results

of the first study on the use of a combination

of two SAARDs in RA in our population.

Materials and methods

This prospective controlled study was
performed in the Rheumatology Clinic,
Department of Medicine, Institute of
Postgraduate Medicine & Research, Dhaka
(presently, Bangabandhu Sheikh Mujib
Medical University). Patient found to have
active RA according to the ARA criteria4
during March-December 1996 were
considered for the study. Patients with age
at onset before 17 years, illness more than 3
months, known hypersensitivity to sulfur
containing drugs & methotrexate, planning
to have child, lactating mothers, hepatic or
renal insufficiency and systemic infections
were excluded. Informed consent was

obtained before entry into the trial. The
subjects were randomly assigned to either
cases or the control groups. The cases
were given sulphasalazine (SSZ) plus
methotrexate (MTX) and the control group
was given only MTX. SSZ was started at a
dose of 500 mg daily and was increased by
500 mg/day at weekly intervals till a
maximum dose of 2 g/day or 40 mglkg/day
was reached. MTX was started with adose of

7.5 mg orally in three divided doses 12hours
apart. The dose was increased by 2.5 mg/
week at monthly intervals till optimum
remission was achieved or till reaching a
dose of 15 mg/week. The subjects were
allowed to take NSAIDs ad lib.
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Routine urinalysis, complete blood counts
with Hb%, ESR and study of peripheral
blood film, rheumatoid factor (by both latex
and sheep red cell agglutination techniques),
serum transaminases, serum protein and
albumin, blood urea and serum creatinine

were done routinely. Chest radiography,
radiography of hands andjoint~(if involved),
lung function tests, pregnancy test, and
tuberculin test were performed when
indicated.

The subjects were followed-up fortnightly
for four weeks and then at monthly intervals
up to six months. Disease activity was
measured upon entry and during the follow
up visits using the following measures:
duratIon of morning stiffness, number of
swollen joints, joint swelling index, number
of tender joints, joint tenderness index,
patient's global self assessment on a
numerical scale, physician's global
assessment, functional class, ESR, and Hb%.
Particular attention was paid to development
of any adverse effects: the subjects were
interrogated regarding anorexia, nausea,
itching etc., and routine urinalysis, complete
blood counts and transaminases were
estimated at each visit.

Overall response to treatment was graded as
minor, marked and complete improvements.
The improvement was considered minor
when there was (50% decrease in the activity
indices comp.ared with the values at entry
into the trial,NSAIDs continued, physician's
global assessment (PGA) decreased by one.
The designation 'marked improvement' was
used when there was >50% decrease in the

indices, NSAIDs being taken occasionally.
PGA decreased by at least 2 integers.
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Improvement was considered as complete,
when all indices normalised and the patients
discontinued NSAIDs completely. The
patients who achieved marked or complete
improvement were termed 'substantial
responders' .

While comparing between combination and
MTX group, chi-square test with Yates
correction was used for discrete and Mann-

Whitney U test for continuous variables. Pre
and post-treatment values of disease activity
indiceswithin the samegroupwerecompared
with the help of Wilcoxon signed rank test.

Results

A total of 54 subjects were included in the
trial-27 were as cases and 27 were controls.

Adverse drug reactions resulted in
withdrawal of 4 subjects from the cases and
1 from the control group. Four and three
subjects in the cases and control group
respectively were lost to follow.-up.Thus, 19
subjects in the cases and 23 in the control
group eventually completed the trial. Upon
entry into the trial, they did not differ in
relevant demographic variables and disease
activity indices (table-I).

Characteristics

Table-I: Baseline characteristics of the case and the control groups.

Age (years)

Sex (MIF)
Age at onset (years)
Number of involved joints

Number of swollen joints
Joint swelling index
Number of tender joints
Joint tenderness index

Morning stiffness in minutes
Patient's global assessment

Physician's global assessment
Functional class

ESR (mm in first hour)

Hemoglobin (gldl)

Cases (SSZ+MTX)
(n=19)

39.74:!:11.08
4/15

34.93:!:13.1O
20.63:!:7.48

17.89:!:7.44
27.89:!:13.83
20.37:!:7.74

32.53:!:14.52
140.53:!:66.37
7.68:!:1.42

4.16(0.76
3.37:!:0.60
83.89:!:30.171

1O.91:!:1.64

Control (SSZ)
(n=23)

32.35:!:14.79
4/19

27.23:!:14.29
19.13:!:6.64

15.48:!:6.12
21.83:!:9.78
18.83:!:7.04

30.04:!:13.87
156.52:!:53.48
7.43:!:1.12

3.70:!:0.70
3.22:!:0.42
76.17:!:28.60

10.61:!:1.24

All differences were statistically insignificant.

At the end of the trial, significant reduction
in all the used indices except Hb% was
noted in both groups. The differences
between the mean reductions in the two

groupswereinsignificant(table-II).Complete
and marked improvement occurred in 4

and 12 subjects respectively in the cases
and in 11 and 7 subjects in the control
group. Of total, there were 16 substantial
responders in the cases and 18 in the
control group. All these differences were
insignificant (table-III).
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*-by Wilcoxon signed rank test
**-by Mann-Whitney U test

Table-III: Composite outcome of treatment.

SSZ+MTX (n=19) P*MTX (n=23)

Substantial response 16 18 0.7092

1. Complete improvement

2. Marked improvement

Minor improvement

4

12

3

11

7

4

0.1392

0.0704

*- by chi square test with Yates' correction

Total number of events of adverse effects
were 27 in the SSZ+MTX and 25 in the

MTX groups. In both groups, commonest
side effects were anorexia, nausea, headache

and oral ulceration. In majority of instances,
the adverse effects subsided despite
continuing the treatment. Hematological

side effect was not encountered during
the trial. Four patients in the SSZ+MTX and
1 in the MTX groups had to be withdrawn
from the trial because of the adverse effects

(table-IV). The differences in the incidences
of adverse effects, total or individual, were
insignificant.
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Table-II: Changes in activity indices in two groups

Activity index MTX+SSZ MTX Inter
group P*

Pre- post- Intra- Pre- Post Intra-
treatment treatment group P* treatment treatment group P*

No of involved joints 20.6:t7.5 2.2:t2.9 0.0001 19.1:t6.6 2.6:t4.3 0.0000 0.3233

No of swollen joints 17.9:t7.4 1.4:t2.O 0.0001 15.5:t6.1 1.9:t4.1 O.QOOO0.1454

Joint swelling index 27.9:t13.8 1.7:t2.5 0.0001 21.8:t9.8 2.2:t4.9 0.0000 0.0686

No of tender joints 20.4:t7.7 2.2:t2.9 0.0001 18.8:t7.0 2.6:t4.1 0.0000 0.3555

Joint tenderness index 32.5:t14.5 2.3:t3.1 0.0001 30.0:t13.9 3.0:t4.5 0.0000 0.3899

Patient's global 7.7:t1.4 1.4:t1.2 0.0001 7.4:t1.1 1.2:t1.6 0.0000 0.8563
assessment

Physician's global 4.2:t0.8 1.9:t0.6 0.0001 3.7:t0.7 1.7:t0.7 0.0000 0.5971
assessment

Morning stiffness 140.5:t66.4 11.6:t20.7 0.0002 156.5:t53.5 14.1:t42.90.0000 0.2635
Functional class 3.4:t0.6 1.6:t0.6 0.0002 3.2:t0.4 1.4:t0.6 0.0000 0.7988

(I-IV)
ESR 83.9:t30.2 39.9:t24.7 0.0001 76.2:t28.6 27.4:t19.5 0.0000 0.6670
Hemoglobin (g%) 1O.9:t1.6 1O.9:t1.3 0.6417 10.6:t1.2 11.1:t1.3 0.0762 0.6305
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Table-IV: Adverse effects

N.R. All differences are insignificant.

Discussion

Several studies have consistently and

reproducibly demonstrated that RA is a severe
disease resulting in major disability and

premature death,6,7NSAIDs are more toxic
than expected,8,9 and SAARDs, in addition to
having a potential for improving long-term
outcome, are less toxic than expected.8,10

There are reports that the benefit continues
over five years in patients put early on
SAARDs,1 and patients with shorter disease
duration respond better than those with longer
duration.11All these observationscontributed

to the revolutionary inversion of the
therapeutic pyramid and early employment
of SAARDs in RA. It appeared that SSZ
retards the development of joint erosions,
though its remission inducing ability was
insufficient, MTX as well slowed
radiographic progressiony,14 Low dose
weekly MTX has become a dominantly
employed therapy in the management of

Sulphasalazine Plus Methotrexate in RA MN Islam et al.

RA.15It was observed in a 90 month follow

up study that majority of RA patients were
able to continue MTX for long periods with
sustained efficacy.16 Late loss of efficacy of
SAARDs still continue to be a persistent

source of pessimism in the therapy of RA.15

In a survey of 207 rheumatologists, 93% of
therespondersindicatedthattheyusedvarious
SAARDs combination to treat their RA

patients.17A synergistic effect is expected
from the combination SSZ and MTX as they
act on successive steps of folate metabolism.
Most of the studies so far reported on the
combination have shown that it was more

efficacious,18-22but not more toxicI8-22,23than
either of the drugs used alone. In the present
study, the differences in the diseaseoutcome
variables between two groups were not
statistically significant. The number of cases
was not much different from other studies.

Moreover, as anticipated theoretically, the
incidence of severe side effects leading to
withdrawal from the trial was numerically
higher in the combination group. The
difference could have been rendered

significant by inclusion of a larger sample. It
is probable that the low efficacy and
potentially heightened toxicity of the SSZ
plus MTX combination is a peculiarity of
this part of the world.

From our study, we may conclude that the
combination of sulphasalazine with
methotrexate doesnotofferany addedbenefit
over MTX alone in the treatment of

rheumatoid arthritis. The quest for more
effective SAARDs therapy may be directed
to other combinations, starting combinations
earlier, or including larger samples and
longer follow-up.

5

Adverse effect SSZ+MTX MTX
X (n=19) (n=23)

Anorexia, nausea 15 16
Headache 6 4
Oral ulceration 3 3
Rash 2 0
Diarrhoea 0 1

Renal impairment 1 0
Jaundice 0 1
Withdrawn from
treatment 4 1
* Rash 2 0
* Severe GI upset 1 0
* Jaundice 0 1
* Renal impairment 1 0
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