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The aim of the study was to determine the frequency of radiological
changes (RC) in the treatment of early rheumatoid arthritis (RA) with
methotrexate (MTX) or sulphasalazine (SSZ). Two groups of early (no
more than 3 years) RA patients not treated with disease modifying antirheu-
matics drugs (DMARD) were treated and evaluated for one year. MTX
(7.5-15 mg/week) was prescribed for 12 patients and SSZ (2.0 g/day) for
17 patients. In addition to DMARD, all patients were given nonsteroidal
antiinflammatory drugs (NSAIDs). The majority of patients used corti-
costeroids (no more than 10 mg/day). A significant decrease in disease
activity was observed in both groups after 6 weeks of treatment. Radiolo-
gical changes (joint space narrowing and single erosions) in 20 hand joints
were found in 69 percent of patients. After one year of treatment new
erosions appeared in 4 patients (one patient treated with MTX and
3 treated with SSZ). The index for damaged joints (DS) slightly increased
in both groups, however, there was no statistically significant worsening of
RC. Admitting that the number of patients was small, we still assert that
when patients with rheumatoid arthritis are treated early there is a pos-
sibility to stop the progression of RC.
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INTRODUCTION

gold salts (10) on progression are the same as of
MTX. Other authors however say that gold salts

There is no generally accepted view on the time of
appearance and rate of progression of radiological
changes (RC) in rheumatoid arthritis (RA) patients.
Some investigators (1, 2) say that RC (joint space
narrowing and erosions) appears during the first 3
years of the disease in 67-70% of RA patients, whi-
le others (3) indicate that it occurs in 38% of pa-
tients. There are also data that RC has slow pro-
gression in those patients where disease activity has
been reduced by using disease modifying antirheu-
matic drugs (4, 5). Certain trials have shown that if
RA was treated early when there were no erosions,
the progression of RC was much slower than in those
who began treatment with DMARD when erosions
were already present (6).

Data on the effects of disease-modifying drugs
on RC are contradictory. Some authors assert that
early treatment with methotrexate (MTX) will stop
the progression of RC (7) more than sulphasalazine
(SSZ) (8), but the effect of cyclosporin A (9) or

(11), or D-penicillamine (12) do not stop the pro-
gression of RC. Nevertheless, there exists a view
that a beneficial effect can be achieved with SSZ
(5). Much data exist in the literature indicating that
better results in stopping progression of RC are ob-
tained when intensive or combined therapy is ap-
plied (13-15).

We investigated RC progression in early RA pa-
tients treated with MTX or SSZ for one year.

MATERIALS AND METHODS

Participants of our study included 42 RA patients
(disease being present up to 3 years) treated earlier
with non steroidal anti-inflammatory drugs (NSAIDs)
and intermittently with corticosteroids (CS). The ma-
jority (39 patients) began treatment for their disea-
se at the Vilnius University Red Cross Hospital’s
Department of Rheumatology. RA was diagnosed
using American Rheumatology Association criteria.
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The first group (20 patients) was treated with MTX
(7.5-15.0 mg per week), the second group (22 pa-
tients) received SSZ (beginning from 1.0 g per day
and later up to 2.0 g per day). All the patients used
NSAIDs. Ten patients in the MTX group and 16
patients in the SSZ group were prescribed CS (5-
10 mg per day) at the start of treatment. Nine pa-
tients of the MTX group and 5 patients of the SSZ
group used CS over the whole year without interr-
uption. The dynamics of observation is presented in
Table 1.

DAS = 0.555 ./(28tender joints) +

+0.284 /(28 swollen joints + 0.7 In (ESR) + 0.0142
(patient’s global assessment).

X-rays were taken before treatment with MTX
or SSZ and at the end of the year’s treatment. RC
was evaluated using the A. Larsen and J. Thoen
methodology (17) by a blind method (the RC-evalu-
ating doctor did not know about the method of tre-
atment and X-ray sequence). According to this meth-

Table 1. Dynamics of observation

No. of patients at the

Patient groups o .
beginning of observation

No. of patients observed
for one year

No. of patients
discontinued due
to side effects

No. of patients dropped
out of the study

Treated with 20 12
methotrexate

Treated with 22 17
sulfasalazine

Total 42 29

8 4
5 4
13 8

Thirteen patients (8 from the MTX group and 5
from the SSZ group) participated in the study for less
than one year. In 8 patients (4 from each group) the
treatment was discontinued due to side effects. The
remaining 5 patients failed to appear for follow up.

There were 12 patients (6 men, average age
61.1 = 8.1 years, and 6 females, average age 53.2 =
+ 4.1 years treated with MTX for one year. The
average duration of the disease in those patients
was 14.0 = 3.6 months. In the SSZ group 17 pa-
tients (4 men, average age 62.5 *= 8.3 years, and 13
females, average age 49.2 * 4.6 years) were treated
with SSZ for one year. The average duration of the
disease in this group of patients was 153 * 2.7
months.

In order to be able to evaluate the effectiveness
of the treatment, special Case Report Forms were
used, which were completed for every patient at the
start of treatment, after 6 weeks, and after 1 year.
The data recorded included the number of tender
joints, the number of swollen joints, Richie index,
visual pain scale (10 cm), patient ’s global assess-
ment of disease activity, duration of morning stiff-
ness, and grip strength. Laboratory tests included
general blood and urine analysis, C-reactive protein,
rheumatoid factor, proteinogram, blood clotting in-
dicators, general bilirubin, SGOT, SGPT, alkaline
phosphatase, blood urea and creatinine.

The disease activity score (DAS) was calculated
using the EULAR methodology (16) according to
the formula:

odology, first the number of joints with erosion was
recorded and referred to as erosion score (ES) ran-
ging from 0 to 20. Secondly, each joint was graded
on a 0-5 point scale focusing on erosions, joint spa-
ce narrowing, periarticular osteoporosis and soft tis-
sue swelling, and the individual gradings were sum-
med to form a score refferred to as Damage Score
(DS) with a range from 0 to 100.

The effectiveness of treatment was evaluated
using t tests, correlations.The sensitivity to a change
of each measure was computed as effect size (EFS),
a standardized measure of change in a group using
the methodology of L. E. Kazis et al. (18). Accor-
ding to this methodology, a positive EFS of 0.25 or
greater was interpreted as representing improvement
in health status, while a negative EFS -0.25 or less
indicated disease progression.

RESULTS

Clinical data on patients that used MTX are pre-
sented in Table 2. A review of the clinical parame-
ters showed that after the first six weeks of treat-
ment there were reductions in DAS (p < 0.05,
EFS = 2.0), Ritchie index (EFS = 1.3), average
duration of morning stiffness (EFS = 1.4), average
intensity of pain (EFS = 1.3), and there was an
increase in grip strength: EFS = 2.9 of the right
and EFS = 2.5 of the left hand. Statistically signi-
ficant changes (p < 0.05) of Ritchie index, average
duration of morning stiffness, average intensity of
pain and grip strength occurred after only one year.
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Table 2. Dynamics of clinical parameters for methotrexate-treated patients

Average duration of

i h (kP
Average intensity of Grip strength (kPa)

** Compared with index after 6 weeks, p < 0.05.

Observation time| DAS Ritchie index | morning stiffness .

(min) pain (10 em scale) | on: hand | left hand
Before treatment 5.4 + 0.3 112 = 25 107.3 = 39.1 47 * 0.6 29.1 = 37 19.6 = 35
After 6 weeks 4.8 = 0.1* 80 = 1.8 527 = 151 39 * 0.6 342 + 48 30.1 = 45
After 1 year 40 = 03** 54 x 1.3* 29.1 = 11.3* 3.1 = 04* 43.6 + 42*% 442 x 59*
* Compared with index before treatment, p < 0.05;

Clinical data on patients that used SSZ are pre-
sented in Table 3. A review of the clinical parame-
ters showed that after the first 6 weeks of treat-
ment there were a reductions in DAS (p < 0.05,
EF = =2.8), Ritchie index (EFS = 1.7), average
intensity of pain (p < 0.05, EF = 5.5), average
duration of morning stiffness (p < 0.05, EF = 3.1)
and an increase in grip strength: EFS = 2.9 of the
right and EFS = 2.5 of the left hand. Statistically
significant changes (p < 0.05) of Ritchie index and
grip strength appeared after only one year.

While evaluating RC before treatment, a few
erosions were established in 9 (31.0%) patients: in
3 (25.0%) of the MTX and in 6 (35.3%) of SSZ
group. The average of ES before treatment was
0.4 = 0.9 in MTX group and 0.7 * 1.5 in SSZ
group. There was a weak correlation of ES with
disease activity (correlation coefficient 0.4). Joint spa-
ce narrowing was established in 20 (69.0%) patients:
in 9 (75%) of MTX and 11 (64.7%) of SSZ group

(in all those 20 patients erosions were found). The
average DS before treatment was 17.6 = 6.8 in MTX
group and 18.5 = 4.8 in SSZ group.

New erosions after one year of treatment with
MTX appeared only in one patient. This patient
had no disease relapse during one year. Treatment
with MTX was effective evaluating clinical parame-
ters and DAS. A reduction in the activity of the
disease (according to DAS dynamics ) was not suc-
cessful in four patients of this group. Nevertheless
these patients and their doctors positively evaluated
the treatment with MTX. Three patients in this
group experienced a relapse of RA which also re-
quired hospitalisation. However, treatment was con-
tinued with MTX but at a higher dosage. The ave-
rage DS after 1 year of treatment with MTX incre-
ased from 17.6 * 6.8 to 18.5 = 4.8. No essential
worsening was evident from the evaluation of DS
according to EFS.

Table 3. Dynamics of clinical parameters for sulphasalazine treated patients

Average duration of

i h (kP
Average intensity of Grip strength (kPa)

Observation time DAS Ritchie index | morning stiffness .

(min) pain (10 om scale) | ope hand | left hand
Before treatment 5.2 = 0.2 93 = 1.8 1409 = 26.3 6.1 = 04 259 * 38 278 = 39
After 6 weeks 4.1 * 03* 63 = 14 60.6 = 16.0* 39 = 0.6* 373 = 39 39.6 = 4.7
After 1 year 36 £ 02* 44 = 1.1* 30.6 = 14.2% 27 = 0.5* 45.7 £ 3.7% 453 = 4.0*

* Compared with the index before

treatment, p < 0.05.

Table 4. Dynamics of radiological changes in patients treated with methotrexate or sulphasalasine for one year

Patient groups | No. of patients with erosions

Average erosion score (ES)

Average damage score (DS)

before after before after before after
treatment treatment treatment treatment treatment treatment
Treated with 3 (25.0%) 4 (333 %) 04 = 0.9 0.5 = 0.9 17.6 = 6.8 185 = 4.8
methotrexate
Treated with 6 (35.3%) 8 (47.1 %) 0.7 = 15 09 = 1.5 185 = 6.4 18.8 = 6.2
sulphasalazine
Total 9 (31.0 %) 12 (414 %) 0.6 = 1.1 0.7 = 1.0 18.1 = 6.1 18.7 = 5.2
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New erosions after one year of treatment with
SSX appeared in three patients: in two patients ero-
sions were established for the first time, in one pa-
tient the number of erosions increased. In the re-
maining five patients in whom erosions were found
before the treatment, the number of erosions after
one year of treatment did not change. The average
DS after one year of treatment with SSZ increased
from 185 = 6.4 to 188 = 6.2 (EFS = -0.05).
According to DAS dynamics, essential disease acti-
vity did not appear in six patients from this group.
However, both the patients and their doctors had a
favorourable evaluation of this treatment. No relap-
ses were experienced in the SSZ group which requi-
red hospitalisation.

DISCUSSION

Our data suggest that in RA patients never treated
with disease-modifying antirheumatic drugs, erosions
and joint space narrowing appear in the majority
(69.0%) of cases during the first 2-3 years of the
disease. The appearance of RC has a weak correla-
tion with disease activity. Our data support the fin-
dings of other investigators who suggest that ero-
sions and joint space narrowing appear during the
first 2 to 3 years of the disease in 67-70% of pa-
tients (1, 2).

After 6 weeks of treatment with disease modify-
ing antirheumatic drugs it was possible for us to
reduce the level of disease activity. However, neith-
er in the MTX or SSZ group were we able to stop
or reduce the progression of erosions and DS. Of
course, these data can only suggest a tendency, be-
cause the effect did not support a worsening of ES
and DS.

Our data did support the hypothesis that ero-
sions more frequently progress in those patients who
already had erosions before the treatment with di-
sease-modifying antirheumatic drugs. In our patient
groups we found erosions in only 9 patients and we
saw the progression of erosions in only one patient.

Cautiously evaluating our data which were based
on a comparatively small number of patients, we
would like to state that if treatment with MTX or
SSZ starts early and a favorable result occurs in
reducing the disease activity, then there is a groun-
ded possibility of stopping the progression of RC.
This is also suggested by other investigators (4-7).
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RADIOLOGINIU PAKITIMU DINAMIKA, GYDANT
METOTREKSATU ARBA SULFASALAZINU
LIGONIUS SERGANCIUS ANKSTYVU
REUMATOIDINIU ARTRITU

Santrauka

Iki Siol néra vieningos nuomones, kada prasideda radiolo-
giniai poky¢iai ligoniams, susirgusiems reumatoidiniu
artritu, koks Siy pokycCiy progresavimo greitis ir kokia gy-
dymo jtaka Siam progresavimui.

Miisy darbo tikslas buvo nustatyti radiologinio progre-
savimo daznj vienerius metus gydant ankstyvajj reumatoidinj
artrita metotreksatu arba sulfasalazinu. Dvi grupés pacienty,
sergan¢iyjy ankstyvu (iki 3 mety) reumatoidiniu artritu,
anksciau negydyty liga modifikuojanciais vaistais, buvo gy-
domos ir kliniskai stebimos vienerius metus. Metotreksata
(7,5-15 mg/sav.) vartojo 12 pacienty, sulfasalazing (2,0 g per
para) — 17 pacienty. Kartu dauguma pacienty vartojo kor-
tikosteroidus ir visi — nesteroidinius vaistus nuo uzdegimo.
Po pirmuyjy 6 savaiciy abiejose grupése statistiskai patikimai
sumazejo ligos aktyvumas. Radiologiniai pokyciai (sgnariy
tarpy susiauréjimas ir pavienés erozijos) plastakose (20-yje
sanariy) prie§ gydyma buvo nustatyti 69,0% pacienty. Po
vieneriy gydymo mety naujos erozijos atsirado 4 pacien-
tams: 1 pacientui, gydytam metotreksatu, ir 3 — gydytiems
sulfasalazinu. Radiologinis sanariy pakenkimo indeksas
(DS) siek tiek padidéjo abiejose grupese, taciau esminio,
statistiSkai patikimo radiologiniy pakitimy pablogéjimo ne-
nustatéme.

Atsargiai vertindami gautus duomenis del nedidelio li-
goniy skaiciaus galime teigti, kad reumatoidinj artrita anks-
ti pradéjus gydyti metotreksatu arba sulfasalazinu, iSvengia-
ma rySkaus radiologiniy pokyciy progresavimo.

Raktazodziai: reumatoidinis artritas, metotreksatas, sul-
fasalazinas, radiologiniai pokyciai



