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ABSTRACT: A comparative assessment of the therapeutic effects of sulfasalazine (C),
methotrexate (MT) and leflunomide (LV) was performed in 151 patients with early
rheumatoid arthritis (RRA) during 12 months of follow-up. SS therapy in RPA was not
effective enough. MT therapy and LF significantly reduced clinical and laboratory activity
and improved the quality of life of RA patients after 12 months months of observation. In 16
patients with moderate and high degrees of disease activity, despite previous therapy with C,
MT and LF, combination therapy with infliximab and MT for 24 weeks resulted in to a
significant improvement in the clinical course of the disease and the quality of life. A direct
correlation was noted between the functional index of the NAI health assessment and the
number of RA patients with anxiety and depressive disorders.

Keywords: Quality of life, rheumatoid arthritis, methotrexate, early rheumatoid arthritis,
infliximab, sulfasalazine, anxiety and depressive disorders.

INTRODUCTION

Rheumatoid arthritis (RA) is the most common inflammatory rheumatic disease of unknown
etiology, characterized by the development of erosive symmetrical polyarthritis in
combination with systemic immuno-inflammatory damage to internal organs. Of the variety
of drugs included in the complex of treatment of RA patients, only disease-modifying
antirheumatic drugs (BMARP) are able to slow down the progression of the disease. There
is only a single piece of information in the literature about the tactics of the appointment of
BMARP in patients with early RA (RPA). Used BMARPS they do not always control the
activity of the disease and have a number of side effects. In this regard, the search for new
drugs that can significantly improve the course of RA and reduce the number of side effects
continues. One of the representatives of a new class of therapeutic agents is infliximab (IF),
a chimeric monoclonal antibody against tumor necrosis factor α. Information about the
advantages of IF over methotrexate (MT) in terms of influencing the quality of life and
psychological status of patients with RA is scarce . The aim of the study was a comparative
assessment of the clinical activity of the disease and the quality of life in patients with RPA
when using sulfasalazine (CC), MT or leflunomide (LF) as the first BMART during 12
months of follow-up, as well as a comparison of the effectiveness of combination therapy IF
and MT with monotherapy of MT in patients with an active course of the disease.

MATERIALS AND METHODS OF RESEARCH

Clinical, laboratory and instrumental examination of 151 patients with RPA was carried out.
The diagnosis of RA was established according to the criteria of ACR (1987). The duration
of the disease at the time of the initial examination ranged from 3 weeks to 12 months (on
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average 6.5 ± 0.3 months). The average age of the patients was 58.2 ± 5.5 years. Most of the
patients with RPA were seronegative for rheumatoid factor (RF) – 51.2%. Among the
examined patients, medium and high degrees of activity of the immune-inflammatory
process prevailed according to DAS 28 >3.2; I–II radiological stages of the disease
according to the Steinbroker classification (23.2 and 60.5%, respectively) and II functional
class of RA (59.7%). After the diagnosis of RA, patients were randomly assigned to basic
therapy: group I (55 patients) received CC at a dose of 2 g / day as basic therapy; group II
(55 patients) – MT orally or intramuscularly at a dose of 10 mg/week; group III (41 patients)
– LF at a dose of 100 mg / day for 3 days, then 20 mg / day. Along with basic therapy, all
patients were prescribed one of the nonsteroidal anti-inflammatory drugs. The duration of
follow-up was 12 months. The second stage of the study consisted in the selection of 46
patients from all groups after 12 months of follow-up with moderate (DAS 28 > 3.2 < 5.1)
and high degrees of RA activity (DAS 28 > 5.1), despite ongoing therapy with CC, MT and
LF. The examined patients were divided into two subgroups by the method of blind
sampling. In subgroup I (30 people), patients received MT therapy (15-20 mg/week) and
prednisone 10 mg/day; in subgroup II (16 patients with persistent clinical laboratory activity
were prescribed infliximab (Remicade) at the rate of 3 mg / kg intravenously drip according
to the administration scheme 0, 2 and 6 weeks, then every 8 weeks. Subgroups they were
comparable in gender, age, duration of the disease, RA activity according to DAS 28 and X-
ray stage. The duration of the second stage of follow-up was 24 weeks. During an objective
examination, the joint syndrome was assessed using the Ritchie index, The duration of
morning stiffness was determined, and the functional health assessment index was used
Assessment Questionnaire (HAQ). In 46 patients receiving MT and IF + MT therapy after
24 weeks of treatment, quality of life indicators were determined using the SF-36
questionnaire, stress tolerance and social adaptation according to the Holmes and Rage
questionnaire, asthenic condition, anxiety and depression on the Tsung scale, hospital
anxiety and depression scale. The effectiveness of treatment was evaluated using the DAS
28 activity index and the criteria of the American College of Rheumatology (ACR) for 20,
50, 70% improvement. The dynamics of laboratory activity of the disease was assessed by
the values of ESR and C-reactive protein (CRP). Statistical processing was carried out using
a computer program (Statistica 5.5 for Windows) using the Student, Mann–Whitney criteria,
Fisher criterion, median chi-square, module ANOVA, Spearman correlation coefficient.
Medium The values are presented as M ± m. The differences were considered significant at
p < 0.05.

THE RESULTS AND THEIR DISCUSSION

Against the background of treatment after 12 months in group I, the high values of the
Ritchie index, HAQ, ESR and CRP did not significantly differ from the initial ones. There
was a significant decrease in the duration of morning stiffness, but its average values
remained above 60 minutes. In groups II and III, by the 12th month of follow-up, there was
a significant decrease in the Ritchie index, HAQ, ESR and CRP without significant
differences by group. The average RPA activity after 12 months of treatment according to
DAS 28 values was regarded as moderate in group I and low in groups II and III. By 12
months of treatment, the absence of effect according to ACR criteria was noted in 5.4 and
2.4% of patients in groups I and III. A 20% improvement was observed in more than half of
group I patients and a small number of patients Groups II and III. 50 and 70% improvement
was noted in a third of patients in groups I and in the vast majority of patients in groups II
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and III. Clinical remission was achieved in 20 (36.4%) patients of group II and 16 (40%)
patients of group III. After 12 months, cancellation due to the ineffectiveness of the therapy
occurred in 43 (78.1%) patients of group I, 2 (4%) patients of group II and 3 (7%) patients
III groups. Withdrawal due to side effects occurred in 9 (20%) patients of group I, 8 (19.5%)
patients of group II and 1 (2%) patient of group III at 8-12 months of treatment, was
associated with an increase in the level of liver enzymes and the development of cytopenic
syndrome. In subgroup I, after 24 weeks of MT therapy, there was a significant decrease in
pain intensity according to the scale YOURS and the number of painful joints. By the end of
the follow-up, patients in this group showed a tendency to decrease the values of HAQ, ESR
and DAS 28, but no significant differences with baseline values were obtained. In subgroup
II in patients after 24 weeks of IF+ therapy MT showed a statistically significant decrease in
the number of painful and swollen joints, the VAS, HAQ and ESR scales, and a significant
decrease DAS 28 from 5.3 to 3.4 (DAS 28 > 3.2 < 5.1), which corresponds to moderate
disease activity and a satisfactory response to therapy according to ELUAR criteria (Δ DAS
28). After 24 weeks of treatment, significantly higher values of physical functioning were
noted in subgroup II compared with those in subgroup I, vitality and role-based emotional
functioning (p < 0.05). The results obtained indicate that an increase in physical activity
against the background of a decrease in pain syndrome in patients of subgroup II affected
the overall level of health and vitality, increased their social activity. Comparative indicators
of stress resistance according to the Holmes questionnaire after 24 weeks of MT and MT
therapy + IF. In subgroup II, after 24 weeks of therapy, a greater number of patients with
high stress resistance were noted compared to patients in subgroup I (43.7 and 29.9%).
Analysis of the Tsung scale indicators revealed that various degrees of depression were
determined in patients in all analyzed groups, in 60.0% of patients of the first subgroup and
in 100% of patients of the second subgroup after 24 weeks of pathogenetic therapy. Various
degrees of asthenia were determined in 71.0 and 99.2% of patients in the studied subgroups.
Against the background of the use of MT + IF combination therapy, pronounced asthenia
was detected in a significantly smaller number of patients compared with patients receiving
methotrexate therapy (6.2 and 20.4% at p < 0.05). The presence of anxiety and depression in
the hospital The scale was registered in the overwhelming number of patients with RPA. A
direct correlation was noted between the values of the NAQ index and the number of
patients with anxiety and depressive disorders in RA. With values of the IQ index ≥ 1.82,
clinically pronounced anxiety and depression, moderate or severe asthenia and low
resistance to stress were detected in 100% of cases. The data obtained indicate that with a
decrease in functional abilities in patients with RA, the severity of anxiety and depressive
disorders increases.

CONCLUSIONS

The results of the study confirmed the available information about the unsatisfactory long-
term results of the strategic pyramid scheme in the treatment of RA, when less active
BMARPS were prescribed at the initial stages of its development. The study proved the
advantage of early cytostatic therapy using MT and LF as the first basic drugs for the
treatment of patients with RPA. The results of observation of patients with active The course
of RPA indicates that the combination therapy of IF and MT has obvious advantages over
MT monotherapy in the absence of the effect of its use at a dose of at least 15-20 mg / week
for 3 months and leads to significant clinical improvement, an increase in the functional
abilities of joints in patients with RPA and an improvement in quality of life. Assessment of
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the psychological status of patients with RPA indicates the presence of anxiety, depression
and asthenia in the vast majority of the examined. There is a direct correlation between the
index values Q and the number of RA patients with anxiety and depressive disorders. The
results obtained indicate the need to objectively assess the psychological status of patients
with RPA using multifactorial psychological tests for timely detection persons in need of
special psychological assistance and solving the issue of the need to include modern
antidepressants in complex therapy.
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