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¥ Resume

The article presents the clinical course of juvenile rheumatoid arthritis and the effectiveness of chronotherapy in
treatment. Nonsteroidal anti-inflammatory drugs administered with chronotherapy have been found to be effective in
Jjuvenile rheumatoid arthritis and chronic arthritis. This disease is characterized by a more rapid onset of remission,
an increase in its duration and a decrease in the side effects of drugs.
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IOBEHWI PEBMATOUJ APTPUTHU KIIMHUK KEYUIIIN BA YHU JABOJIAIITHUHT
OIITUMAJ YCYJIN

Maannaes 1. 1., Arumos A.B.,
TalkeHTCKUIT TTeAMaTpUYeCKUil MEAULIMHCKUIT WHCTUTYT, Y30€KUCTaH.

v Pesiome

Makxoaada 106enua peemamoud apmpumnune KAUHUK KeduWlU 64 0agoaawioa XpoHOmepanus ycyaiuHu camapacu
Keamupuazan.Xponomepanua ycyau Ouaan Oepuazan HOCMepoud ANAUAAHUUIZA KAPWU NPenapamiap 106eHul
peemamoudnune Oy2um waxkauoa éa y3oK Keuyéuu apmpumaapoa camapaiu 3xanauzu anuxianou. By xacairiuxnume
pemuccusi 0a8punu me3pox bowranumu, YyHuHe My0oamunu y3aiumu 6a 00pueop npenapamiapHune HOXCys masCupunu
kamaiumu 6uran ugpodaranaou.

Kaaum cy3aap: 106enua peemamoud apmpum, HOCmepoud A1iu2AGHUUWIZA KAPWU NPenapamiap, XpoHomepanus.

KINHNYECKOE TEYHEHHUE IOBEHUWJIBHOI'O PEBMATONJHOI'O APTPUTA
1N ETO OIITUMU3ALINA JEYEHUA

Maannaes 1. 1., Arumos A.B.,
TalkeHTCKUIT TTeAMaTpUYeCKUil MEAULIMHCKUIT WHCTUTYT, Y30eKHCTaH.

v Pesiome

B cmamove npedcmasaenvt kaunuueckoe mewuenue 106eHUAIBHOZ0 peéManmoudnozo apmpuma u 3¢ gexmusnocmo
xponomepanuu 6 aevenuu. bviio o6napyxceno, umo necmepoudnsie npomueogocnaiunievHvie npenapamot, 6600uMble
npu xponomepanuu, 3()heKmueHsl npu 10EEHUALHOM PEEMAMOUOHOM apmpume U XPOHUHECKOM apmpume. Imo
3ab0aesanue xapaxmepuszyemcs 6Goaee ObiCMpbiM HACMYNACHUEM PEMUCCUU, YBeAUYEHUEM ee NPOOO0ANCUMEAbHOCTU

CLINICAL COURSE OF JUVENILE RHEUMATOID ARTHRITIS AND ITS TREATMENT OPTIMIZATION

u ymeHvuienuem nobounsvix 3pghexmos aexapcme.

Karouesvie caosa: weenuavHblli peemamoudnvlii apmpum, Hecmepouonvle npomueéo6oCnalumenbHole npenapantot,

Xponomepanus.
Relevance

Juvenile rheumatoid arthritis is one of the most
common disabling rheumatic diseases in infants.
Functional disability often occurs at an early stage of the
disease. In this regard, the improvement of methods for
treating JRA seems to be extremely important [1, 2]. There
are many factors that activate the mechanism of disease
formation. The most common are viral or mixed
bacterial-viral infection, joint injury, excessive insolation
or frostbite, preventive vaccinations carried out against
the background or immediately after an acute respiratory
infection (ARI) of a viral or bacterial nature.

The development and progression of JRA is
determined by a difficult combination of genetically
determined and acquired deficiencies in regulatory
mechanisms that limit the pathological activation of the
immune system in response to potentially bacterial and
often physiological stimuli. The development of JRA is a
dynamically developing process, conditionally subdivided
into several stages:

The early stage is characterized by a pronounced
activation process in peripheral blood lymphocytes and

synovial fluid, an increase in the level in the synovial tissue
of activated CD4 + T-lymphocytes and macrophage
cytokines, the pro-inflammatory and destructive activity
of which plays a decisive function in joint damage, as well
as intensive synthesis of antibodies in peripheral blood,
leading to the formation of immune complexes caused by
B-cell activation.

With all pathological processes in the body, the
temporary organization of physiological functions is
disturbed, the depth of which correlates with the severity
of the disease. Medicines must be used taking into account
the rhythm of the body's sensitivity to their effects. In
recent years, the chronopharmacological approach to
the treatment of diseases has been gaining wider
acceptance, since it reflects the modern principle of
individual, effective and safe drug therapy for a
particular patient [3, 4].

In recent years, scientific research devoted to
chronotherapy has intensified abroad. The results of
scientific research confirm the high effectiveness of the
above treatment approach.

Neudakhin E.V. (2018), based on long-term studies of
circadian biorhythm in various diseases in infants: atopic
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dermatitis, malnutrition (PEM), cystic fibrosis, estab-
lished the high efficiency of the chronopharmacological
approach to treatment.

Dhaon P., et al (2018) found that oral divided doses
of methotrexate in patients with rheumatoid arthritis are
better than an oral single dose and are similar to
parenteral administration of methotrexate in terms of
effectiveness [5].

The main problems of JRA treatment are the
achievement of clinical remission and the preservation of
a good quality of life for the longest possible period: relief
of pain, stiffness and swelling of the joints, a decrease in
the severity of common symptoms of the disease -
malaise, and decrease in body weight - muscle mass. The
JRA treatment plan provides for the use of 4 groups of
drugs: 1) non-steroidal anti-inflammatory drugs
(NSAIDs); 2) "basic" drugs; 3) glucocorticosteroids
(GCS); 4) "biological" agents. One of the most important
measures is the early prescription of disease-modifying
antirheumatic drugs (PMPP) in RA, which are basic,
which provide a slow, gradually developing therapeutic
effect, suppressing the clinical, biochemical and
immunological manifestations of the rheumatoid process.

Despite the availability of a large number of
antirheumatic drugs for the treatment of JRA, an active
search for new drugs with the highest efficiency and safety
continues. In view of the fact that most BMPPs are canceled
within the first 2 years after appointment due to side
effects or lack of effectiveness (for example, only 29% of
patients take sulfasalazine for more than 5 years) and
when taking basic drugs, regular monitoring of the
patient's condition is necessary, the search for new
methods is urgent. treatment of JRA [7, 9]. It is known that
the main pathogenetic factors of JRA leading to joint
destruction are cartilage degradation, inflammation in
the joint cavity, and proliferation of synovial tissue with
the formation of pannus. According to modern data,

Chronotherapy contributes to the further development
of the principle of an individual approach to the treatment
of patients, which is especially important in pediatrics.
Studies devoted to the development of a chronophar-
macologicalapproach in the treatment of rheumatoid
arthritis with modern NSAIDs were not found in the
analysis of the literature, which prompted this study.

Purpose of the study.

To study the dynamics of clinical manifestations of
JRA and develop new approaches to the treatment of this
disease.

Materials and methods

Examined 36 patients with JRA (aged 5-16 years); of
them 26 (72.2%) with an articular form 10 (27.8%) with
an articular-visceral form of the disease. Of the 34 patients,
13 were boys and 21 girls aged 5 to 16 years. The duration
of the disease ranged from 3 months to 8 years. None of
the patients were taking anticancer drugs during the study.
The dynamics of the clinical manifestations of juvenile
rheumatoid arthritis was monitored and the chrono-
pharmacological approach to the basic therapy of JRA
was substantiated.

Research results

We established an oligoarthritic variant in 19 (73.1%)
patients with the articular form of the disease. 12 of them
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had a persistent variant of oligoarthritis, which was
characterized by the fact that up to 4 joints were affected
during the entire period of the disease. Progressive oligo
arthritis was diagnosed in 7 examined patients and it was
characterized by an increase in the number of affected
joints after 6 months of illness. The polyarticular variant
of JRA was detected in 7 (26.9%) examined patients: 3
were seropositive for rheumatoid factor and 4 were
seronegative. By the end of the first year of the disease,
ankylosis developed in the wrist joints in 2 patients, and
destructive arthritis developed in 1 patient.

19 (73.1%) patients received prednisolone and non-
steroidal anti-inflammatory drugs (NSAIDs), 7 (26.9%)
patients - only NSAIDs (ortofen, indomethacin and
ibuprofen).

The articular-visceral form was clinically characterized
by a high temperature reaction of an intermittent nature,
which did not decrease with antibiotic treatment, as well
as an increase in the size of the liver and spleen. The
disease proceeded with damage to various organs: in 4
patients - the kidneys, in 3 - the heart, in 1 - the lungs,
in 2 - there were combined lesions of the internal organs.
All patients received prednisolone (a dose of 1 mg / kg /
day, followed by a decrease under the control of clinical
and laboratory parameters). 80% of patients received
methotrexate (5mg / m2 of body surface. 1 time per week
for a year).

We tested the chronopharmacological approach to
the prescription of NSAIDs in patients with JRA.
Acrophase of body temperature was used as a simple and
very accessible criterion for choosing the time of
prescribing drugs to a particular patient. For this
purpose, 24-hour thermometry was performed in 20
patients. She showed 2 peaks of an increase in body
temperature: in the morning from 5 to 7 o'clock, and in
the afternoon from 16 to 20. Considering that the majority
of our patients received prednisolone in the morning,
we, according to the principles of chronotherapy in the
second acrophase of body temperature, recommended
that patients take NSAIDs - highly effective nimesulide.
The drug was prescribed one hour before the onset of
acrophase of body temperature once in a dose of 5-100
mg. Against the background of nimesulide therapy, the
patient's condition is clearly improved: the number of
involved joints decreases, arthralgia stops or decreases,
the duration of morning stiffness decreases, the range
of motion in the joints increases. Already after the first
2 weeks of the use of nimesulide, the effectiveness of
treatment according to the ACR criteria in 57.6% of
patients was 20, in 23% -50, in 3.8% -70. In the rest of
the patients, a positive effect was observed by the end of
the first month of treatment.

Follow-up observations of patients showed a more
stable and prolonged remission - on average 8-12 months.
Moreover, the complaints of patients about the side
effects of NSAIDs significantly decreased. This gives
grounds to consider chronotherapy with COX-2
inhibitors in JRA patients as the most optimal and safe
method of treatment.

Conclusions

1. The progressive nature of juvenile rheumatoid
arthritis with damage to many organs has been
established, which indicates that the disease is refractory
to traditional therapy.
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2. The development of a chronopharmokological

approach to the treatment of JRA increased the
effectiveness of therapy, which is expressed in accelerating
the onset of remission, lengthening its duration and
reducing the side effects of drugs.
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