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SUMMARY
INFLUENCE OF A COMPOSITION OBTAINED FROM A MIXTURE
OF DRY EXTRACTS OF LOCAL MEDICINAL PLANTS ON THE
COURSE OF ASEPTIC ARTHRITIS
Khakimov Ziyoviddin Zainutdinovich!, Rakhmanov Alisher
Khudaiberdievich?, Khadjieva Umida Abdulxaevna?, Tursunova Laziza
Ikramdjanovna?
Tashkent Medical Academy?
Uzbek Research Chemical-Pharmaceutical Institute named after A. Sultanov?
tursunova88@mail.ru
The article presents the results of the study of the antiexudative activity
of the preparation based on the dry extracts of local medicinal plants in the model
of aseptic arthritis induced by dextran in experimental animals. Mixture of dry
extracts of medicinal plants in the following ratio (0.5:1.0:0.5:1.0:0.5) - juniper
fruit, sedum fruit, field sedge herb, chamomile flower, hairy pea herb - in
aggregate -3 is particularly high, and according to experimental results,
compound-3 showed a superior index to LIV-52 with anti-inflammatory activity.

YJK: 616.085-72-002.77: 616-002.77
SPECIFIC CLINICAL FEATURES OF REACTIVE ARTHRITIS
(Literature review)
Xoshimov Abrorjon Anvarjonovich, Nurmatova Nargiza Fatxullayevna,
Habibulloyeva Bibiroziya Rahmatullozoda
Tashkent Medical Academy

Key words reactive arthritis, joints syndrome, cytokines, IL 17, IL 18.
Purpose of the study. To study the cytokine profile, cellular and humoral
immunity, as well as nonspecific protection factor in patients with reactive
arthritis. Patients with reactive arthritis make up 1/3 of patients with
rheumatological patients, and in the chronic form of the disease, a significant loss
of the functional abilities of the joints and the occurrence of severe complications
can develop, which leads to disability of patients. Interest in reactive arthritis is
also associated with the fact that a number of patients, especially when the process
Is chronic, develop destructive processes in the joints up to ankylosing.

The inflammatory diseases of joints are one of the current problems in
modern rheumatology. The main reason is it widespread among population and
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lasts for years. Moreover, this disease sometimes turns to chronic and leads to
early disability. It is known that the term "reactive arthritis" (ReA) was introduced
into scientific and medical literature in the early 70s of the 20th century by
scientists K. Aho and P. Ahvogen, and was used to identify arthritis developed
after yersiniosis infection. Later, this term took a strong place in all modern
classifications of rheumatological diseases, and the terminology of arthritis,
which was previously used, was changed to “infectious-allergic arthritis” and
"postinfectious arthritis".

Nowadays, there are no clear datas on the epidemiology of ReA, and this
Is explained by the difficulty of comparing previously less obvious infections, as
well as the similarity of clinical symptoms with other arthritis. In recent years,
the rate of occurrence of ReA disease tends to increase, and this is caused by the
frequent occurrence of urogenital infections, the observation of cases of disease
among family members, and the increase of diseases among military officers.

Based on different literature, ReA is a disease belonged to the group of
seronegative spondyloarthritis, characterized by joint inflammation due to
previous intestinal or wurogenital infections. Accordingly, there are
postenterocolitic and urogenital forms. By the way, the postenterocolitic form is
observed in 5.2 cases per 100,000 population, and the urogenital form in 4.5
cases. Urogenic reactive arthritis (UReA) takes the major place in the general
composition of ReAs and is observed more often in men than in women
(according to various authors, from 10:1 to 2-3:1). At the same time, UreA is
observed more often in women compared to the literature review, so it is
necessary to identify the focus of urinary tract infection in patients with
seronegative arthritis and associate it with joint syndrome.

According to modern concepts, in the development of arthritis caused by
intestinal or urogenital infections, the location of the primary infectious process,
the characteristics of the microorganism that caused it, and a certain genetic
predisposition of the macroorganism (Chlamydia trachomatis, Yersinia
enterocolitica, Yersinia pseudotuberculosis , Shigella flexneri and
Campylobacter jejuni), including factors such as HLA-B27 - histocompatibility
antigen transportability. Organs of the nasopharynx, genitourinary system and
gastrointestinal system are the "gateways" for negative factors that cause disease.

Undoubtedly, the role of intestinal and urinary tract infections as an initial
factor in the development of ReA is confirmed by the stable chronological
relationship of the development of arthritis after the infection. The processes
observed in chlamydia have been studied in depth, but the identified features can
also be observed in other infections that lead to the development of ReA. It was
found that chlamydia are distinguished by two main forms, namely elementary
bodies (infectious form) and reticular bodies (vegetative form). Chlamydia
possesses all the cellular machinery to synthesize their own DNA, RNA, and
proteins, but depend on the host cell for the supply of nucleotides, amino acids,
vitamins, co-factors, nutrients, and energy compounds. The elementary bodies
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phagocytosed by the host cells transform into reticular bodies, which proliferate
and transform back into elementary bodies, breaking the host-cell integrity and
exiting into the intercellular space. Elementary bodies have the characteristic of
living outside the cell - this is an infectious particle, while reticular bodies break
down in the extracellular environment, but have high metabolic activity inside
the cell. Chlamydia transforms into an L-shaped form and persists for a long time,
then transforms into el ementary bodies and maintains resistance to antibacterial
treatment.

An inflammatory process develops in the organs, joints and extra-articular
tissues affected by the pathogen with the participation of biochemical and
immunological reactions, these reactions are universal in relation to tissue
damage, including microbial agents. Currently, specific aspects of the
pathogenesis of ReA have been identified. According to the results of many
studies, a number of microorganisms called ReA (Yersinia, Salmonella, Shigella,
Campilobacter, Chlamydia) contain lipopolysaccharides that induce the synthesis
of interleukin-1 cytokine and tumor necrosis factor by macrophages, which
trigger the development of the inflammatory process. holds Lipopolysaccharides
are detected in synovial cells. Furthermore, the importance of bacterial
lipopolysaccharides in the pathogenesis of ReA is further supported by the strong
IgA response against lipopolysaccharides in ReA patients with yersiniosis and
salmonella. It is assumed that a persistent increase in IgA concentration reflects
persistent antigenic stimulation.

The long course and recurrence of the disease is associated with the
weakening of non-specific protection in these patients, which may be caused by
long-term inadequate medical treatment (antibiotics, non-steroidal anti-
inflammatory drugs, etc.). The severity of the disease, the transition of the process
to a chronic type, the activation of the bacterial agent in the body, the presence of
the HLA-B-27 antigen in the body, and genetic predisposition.

In recent years, the role of the gastrointestinal system in the development
of specific positive pathological processes in reactive arthritis has been revealed.
The mucous membrane of this system has the property of neutralizing bacteria,
parasites, exogenous toxins, non-infectious antigens. Due to certain reasons, the
imbalance in this system changes the stability of the body and causes a tendency
to the development of the disease. Since the reactivity of the body is not the same
in different periods of a person’s life, the course of the disease can be different in
patients of all ages. Despite the positive results in the treatment of the disease, the
development of disability in patients remains high.

Based on the newest datas, experts working in ReA diagnostics today,
modern laboratory diagnostic methods include a wide spectrum of biomarkers:
autoantibodies, indicators of the acute phase of inflammation, cytokines,
endothelium-activating markers, lymphocyte subpopulations, and genetic
markers in blood, synovial fluid, and synovial tissue. These markers make it
possible to assess the general condition of the organism in relation to infection,

264



reflecting joint syndrome of one or another degree. However, they do not have
the ability to accurately assess the complications of the disease or serve as a
predictor of the destruction of ReA joint structures.

A significant breakthrough in the development of new approaches to the
treatment of rheumatological diseases is the development of biological therapy
methods. Cytokines of the IL-17 family play an important role in the pathogenesis
of immunoinflammatory rheumatic diseases, so the use of an immunotherapeutic
approach based on the inhibition of their activity is very relevant. Inhibition of
immune responses dependent on IL-17A(F) is a promising direction in the
treatment of a wide range of autoimmune diseases. The main requirements for
cytokine inhibitor drugs under development include a combination of such factors
as high efficiency and acceptable safety for the body. It should be noted that only
classical antibodies specific to IL-17A(F) are present on the drug market. Other
types of antibodies, bi(tri)specific antibodies and nanoantibodies blocking the
interaction of IL-17A(F) with the receptor, have been developed relatively
recently. Small molecule antagonists of IL-17A (peptides and macrocyclic
compounds) may have more side effects compared to other inhibitors, and their
use also requires further research.

While a very large number of fundamental and clinical studies have been
devoted to the significance of IL-17 in the immunopathogenesis of
rheumatological diseases and the possibilities of its inhibition for the treatment
of these diseases, the study of the role of IL-18 as a mediator and biomarker of
immune inflammation and a “target” for anticytokine “targeted” therapy is just
beginning. The functional activity of IL-18 is regulated by IL-18-binding protein
(IL-18SB), which, having a high affinity for IL-18, suppresses IL-18-dependent
cellular effects. Normally, the concentration of IL-18SB is more than 20 times
higher than IL-18. Imbalance between IL-18 and IL-18SB, developing which
occurs with hyperproduction of IL-18, leads to IL-18- mediated "dysregulation”
of the immune response and the progression of inflammation.

Taking this into account, at present, in the diagnosis of ReA , in the
treatment of patients by specialists, in the early stages of the disease, the
identification of signs of damage to the joint tissue (synovial shell, cartilage and
related bone tissue), assessment of injury level and information on disease
complications; recommending treatment measures depending on the severity of
the process; Much attention is being paid to the search for markers that allow
early detection of damage to joint structures, allowing for monitoring of the
treatment measures.

REFERENCES
1. Abduraxmanova N. M. B., Axmedov X. S. Reactive arthritis-a modern view
of the problem //’Kypnan 6nomenumnunst n npaktuku. — 2021, — T. 6. — Ne. 1,
2. Agababova E.R., Bunchuk N.V., Shubin S.V. i dr. (2003) Kpurepuu
peaKkTUBHBIX apTpuTOoB. HayuHno-npaktuueckas peBmatosiorus, -Ne3.- S, 3-10.

265



3. Asner, T.V. (2010) Yporenusle peakKTUBHBIC apTPUTHI: COBPEMEHHBIEC aCIICKThI
muarnoctukn u yedenwst/ T.V. Asner, A.N. Kalyagin // Cospemennas
peBmarosorus. - Ne4, S.11-15.

4. Belov B.S. (2001) AHTHOMOTHKH B PEBMATOJIOTHH: HACTOSIIEe U Oymyriee/
N30panHble  JIGKIMM 10  KIWHUYECKOM  PEBMATOJIOTHH, TIOI  PE.
B.JI.Haconogoii, H.B.bynuyka. -M. Menununa, - C.240-242,

5. Belov B.S. (2003) HoBble moaxoabl K NPUMEHEHHIO aHTUMHKPOOHBIX
npenaparoB B peBmatosioruu: ABroped. ducc. nok, mex, Hayk, - M.C.-14-17.

6. Glazunov A.V. (2003) DddekTHBHOCT, AHTUMUKPOOHON Tepamuu MpH
ocTeapTpo3e U peakTUBHOM apTpute: ABToped. Jlucc. nok, mexa, Hayk, - M.
C.1-25.

7. Dubenskiy, V.V. (2003) CoBpeMeHHbBIEC KIMHHKO-3MHUICMHOJIOTHYCCKHE H
MMMYHOJIOTHYECKHE acriekThl Oosie3nu Pelitepa/ B.B. [lyOoenckuii // BectH.
nepmatod. u BeHepos. 2003. Nel. C. 55-60.

8. Haconos E.JI., ABneeBa A.C. UnTepneiikun 18 npu mMMyHOBOCTIaTUTEIbHBIX
peBMatnuecknx 3aboneBanmsx u  COVID-19. Hayuno-npaxkmuueckas
pesmamonoeus. 2022;60(2):195-204.

9. Nasonov Ye.L. (2005) Reaktivneie artritel/ Klinicheskiye rekomendatsii
Revmatologiya; pod red, Ye.L.Nasonova. - M.: Geotar-Medna, - S.86-92.
10.Nasonov Ye.L, Nasonova V.A. (2003) Reaktivnery artrit /Ratsionalnaya
farmakoterapiya revmaticheskix bolezney; pod red. Ye.L. Nasonov,

V.A.Nasonovoy, - M.: Lit-terra. -S. 136-139.

11.NasonovaV.A., Folomeyeva O.L. (2001) Mediko-sotsialnoye znacheniye XIlII
klassifikatsii bolezney MKB dlya naseleniya Rossii//Revmatologiya. - Ne I -
C,7-111.

12.Kazakova, T.V. (2010) Reaktivnery artrit: klinika, diagnostika, lecheniye /
T.V. Kazakova, M.A. Rashid, M.A. Shostak, NLO. Karpova // Lechebnoye
delo. -Nel. S. 11-22.

13.Khalmetova F. I., Akhmedov K.S., Razakova F.S. Comparative Analysis of
the Clinical Presentation of Reactive Arthritis // American Journal of Medicine
and Medical Sciences. —2021. —Vol. 11(1). 75-78.

14. Khalmetova F. I., Akhmedov K.S., Buranova S.N. The role of imaging

techniques in the assessment of structural changes in the joint in reactive arthritis

- Academicia Globe: Inderscience Research, 2022

15.Kunder Ye.V.(2015) PeaktusHsbiii aptput/ MeaunuHckue HoBocTH, Nel1, 5.8-13.

16.Molochkov, V.A. Bolezn Reytera (2006) / VV.A. Molochkov // Ros. jurn. koj. i
ven. bolezney. - Nel. S.58-63.

17.Barber C.E. et al (2013) Antibiotics for treatment of reactive arthritis: a
systematic review and metaanalysis. J. Rheumatol. No 40(6):P. 916-928

18.Braun J, Kingskey G, van der Heijde D. et al. (1999)On the difficulties of
establishing a consensus on the definition of and diagnostic investigations for
reactive arthritis. Results and discussion of a questionnaire prepared for the 4th
International Workshop of Reactive arthritis, Berlin, Germany, July 3-6, 1999.

266


https://scholar.google.com/scholar?oi=bibs&cluster=3477537301716159464&btnI=1&hl=ru
https://scholar.google.com/scholar?oi=bibs&cluster=3477537301716159464&btnI=1&hl=ru

19.Cham. Tuompo R, Hannu T, Mattila L, Siitonen A, Leirisalo-Repo M. (2013)
Reactive arthritis following Salmonella infection: a population-based study.
Scand J Rheumatol.; 42(3):196-202.

20.Gill H, Majithia V (2008) Successful use of infliximab in the treatment of
Reiter’s syndrome: a case report and discussion. Clin Rheumatol 27(1):121-
123

21.Henry J C de Vries. (2014) Skin as an indicator for sexually transmitted
infections // Clin. Dermatol. -- Vol.32 (2). - P.196-208.

22.Khalmetova F. et al. The Role of Cartilage Oligomer Matrix Protein (COPM)
in Diagnostics of Early Cartilage Destruction in Reactive Arthritis. — 2021.

23.Kocrapesa O. C., I'abnynxakoB A. I'., Konsaenko U. A., I'apbep M. b.,
Tumenko C. B. Untepnelikun-17: GQyHKIMOHAIBHBIE U CTPYKTYPHBIE
OCO6€HHOCTI/I; HUCITOJb30BaHUEC B KAUCCTBEC TepaneBTqucxoﬁ MHUIICHU
/Y cnexu buonornueckoit Xumun, T. 59, 2019, C. 393-418

24.Kvien TK et al (2004) Three month treatment of reactive arthritis with
azithromycin: a EULAR double blind, placebo controlled study. Ann Rheum
Dis 63(9):1113-1119

25.Kumar P., Bhakuni D.S., Rastogi S. (2014) Diagnosis of Chlamydia
trachomatis in patients with reactive arthritis and undifferentiated
spondyloarthropathy.// J. Infect. Dev. Countries. - Vol.8 (5). - P.648-654

26. Laasila K, Laasonen L, Leirisalo-Repo M (2003) Antibiotic treatment and long
term prognosis of reactive arthritis. Ann Rheum Dis 62(7):655-658

27. Leirisalo-Repo M (2005) Reactive arthritis. Scand J Rheumatol 34(4):251-25

28.Putschky N et al (2006) Comparing 10-day and 4-month doxycycline courses

for treatment of Chlamydia trachomatis-reactive arthritis: a prospective,
double-blind trial. Ann Rheum Dis 65(11):1521-1524

29. Taylor-Robinson D, Keat A. Observations on Chlamydia trachomatis and other
microbes in reactive arthritis. // Int. J. STD IDS. -2015- Vol.26 (3). - P.139-
144,

30. Tobon G.J., Garcia-Robledo J.E., Nieto-Aristizabal l.
(2019) Salmonella Arthritis. In: Espinoza L. (eds) Infections and the
Rheumatic Diseases. Springer,

31.Toivanen A, Toivanen P (2004) Reactive arthritis. Best Pract Res Clin
Rheumatol 18(5):689-703

32.Wakefield D., Carr G., McCluskey P. (2016) Reactive  Arthritis.
reactive arthritis (ReA) is a relatively common form of arthritis that occurs as
a result of an extra-articular microbial infection. Zierhut M., Pavesio C., Ohno
S., Orefice F., Rao N. (eds) Intraocular Inflammation. P. 703-711.

267



PE3IOME
PEAKTHUB APTPUTHUHI KEUMIIUJIA Y3UTA XOC KJINHUK
KUXATJIAPHA
(Anabuétnap mapxu)
XommMoB AOpop:xoH AuBap:;koHoBu4, HypmaroBa Hapruza
®darxy/uiaeBHa, XaduoOyanoesa buduposus Paxmarysuiozona
Towkenm mubbuém axademuscu

Kaaut cy3nap: peakTuB apTpuT, IIUTOKUHIAP, OYFUM CUHAPOMH,
uHTepJIeWkuH 17, uaTepieikux 18.

Taakukor ™Makcaau. PeakTwB apTputra dYamuHrad OeMOpIIapHUHT
IIUTOKMH TpO(UINHU, XyXKalipa Ba TyMOpaJl WMMYHHTCTHHH, HOCICIIH(PHUK
XUMOSI OMWJIMHMA ypraHuml. PeakTWB apTpuTra dYaJdHTaH Oemopiap
pEeBMaTOJIOTHK HIM(oxoHamapaa OeMOpIapHUHT TaXxMUHAH 1/3 Tamkun Kuiaau
Ba KACAUIMKHWHT CypYHKaId IHakiauga OVFUMIIADHUHT  (PYHKITHOHAI
KOOWIMSITUHUHT CE3WJIapiM Japaxaia WYKOJMIIM Ba OFUP acopaTiap Hanjo
oYUM MyMKUH, Oy 5ca OeMOpIIapHUHT HOTUPOHJIUTUTA OJN0 Kenaau. PeakTun
apTputra OyiraH KWU3UKHWIL, NIYHUHTAEK, OUp KaTop Oemopiapna, ailHUKca
*apacH cypyHKanu Oyica, OyrumMiap/ia aHKIIO3JIaHUIITaya OyraH 1eCTPyKTUB
*KapaCHJIapHU PUBOKIIAHUIIIH OWJIaH OOFIIHK.

PE3IOME
KIIMHUYECKHUE OCOBEHHOCTHU TEYEHUA
PEAKTUBHOI'O APTPUTA
(JIutepaTypHbIil 0030D)
XomumoB AOpop:xoH AHBap:;koH0BUY, HypmaTtoBa Haprusa
darxyiaesHa, Xa0uoOyioesa buouposus Paxmarysuiosona
Tawkenmckas MeOUYUHCKAs aKademus

KioueBble cj10Ba: peakTUBHBIN apTPUT, IIUTOKUHBI, CYCTaBHOU
CUHAPOM, UHTepJeikuH 17, unrepneiikun 18.

Heab ucciaenoBanus. M3ydutbs MUTOKUHOBOTO MPOQUIIS, KIETOYHOTO U
rYMOPaJbHOTO MMMYHHUTETa, a Takke (akropa Hecrnenu(puyeckon 3aIluThl Yy
OOJILHBIX PEAKTUBHOTO apTpuTa. BoibHBIE peaKTUBHBIM apTPUTOM COCTABIISIOT
1/3 0OBHBIX PEBMATOJOTHYECKUX OOJIbHBIX, IPUYEM MPH XPOHUUECKOH opme
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3a00JIeBaHUA MOXKET pa3BUBATbCA 3HAUMTENbHAs yTpaTa (YHKIIMOHAIBHBIX
CIIOCOOHOCTE CyCTaBOB W BO3HHMKHOBEHHE TSKENBIX OCIOKHEHUH, 4YTO
MPUBOIUT K WHBAIMIM3ALMK TManueHToB. MHTEepec K peakTUBHOMY apTpUTy
CBSI3aH TaKXKe C TeM OOCTOSITENbCTBOM, YTO y psiga OOJIbHBIX, OCOOCHHO MpHU
XPOHM3AIMHN TpOllecca Pa3BUBAIOTCS JAECTPYKTHBHBIC IMPOLIECCH B CycTaBax
BILJIOTH JI0 aHKUJIO3UPOBAHUSI.

YIK: 616.127-005.8: 616.98-036-07: 616-082
SHAYNMOCTD B PUCKE PA3BBUTHUSA NHHOPAPKTA
MHNOKAPJA TEHETHYECKOI'O IOJIUMOP®U3MA ASPI919GLY B
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BBenenme. 3a mocienHue napy JieT ObUIM OMYOJIMKOBAaHBI PE3yJIbTaThl
UCCIIEIOBaHUM, psJl 0030pOB U ONMUCAHUS KIIMHUYECKUX HAOII0JEHUH, KOTOpbIE
ObUIM TIOCBSIIIICHBI OCJIOKHEHUSIM BBI3BaHHBIM BHpycoM SARS-CoV-2, B
YaCTHOCTH CO CTOPOHBI CepJe4HO-cocyaucTor cuctembl [1]. PasButue
CepACYHO-COCYAUCTHIX HAPYIICHUN YCYTYOISIIO TSKECTh COCTOSIHUSI OOJIbHBIX U
MOBBIIATIO PUCK JieTalbHOCTU. Cool0mmanu o ciaydae ¢ 53-jeTHeil O0JbHOH, Y
KOTOpOU KiIMHu4YecKuMH nposiBieHussMu COVID-19 cran Tskenbsiil nepukapInT
C JTUXOpaAKou, a He MHEBMOHUSA [4]. JIelCTBUTENBHO, CO3IAETCS BIICUATIICHUE,
y1o puck CCO HOBOW KOPOHABUPYCHOM HMH(EKIHMH BbBIIIE, YEM 3TO OBLIO
OTMEUYEHO BO BpeMs smuaeMuii, BbI3BaHHBIX SARS-COV (Tskenblii oCTphId
pectiupatopHbiii cuaapoM) 1 MERS-CoV (651mKHEBOCTOUHBIN pecrnupaTOPHBIA
cunapoM) [7]. ¥V mamumentoB, ymepiux or COVID-19, ypoBHu 6momapkepoB
nepea cMepThio ObTM B 12 pa3 BeIlIe TPU HATUIUM MOPGHOIOTHIESCKUX
MPU3HAKOB TMOPKECHHUS MHOKapJa, 4eM TMpU UX OTCYTCTBHH. [loBbIICHME
3HaYeHU OHMOMAapKEepOB SBISAECTCA NPU3HAKOM HEOIArompusTHOTO HCXOJa
uMmerolierocst  3abonieBanus. HecomMHeHHO, HEOOXOAUMMBI  JalibHEWIINE
UCCJIEIOBAHUSI JTUArHOCTUYECKOW U TMPOTHOCTUYECKON posin OHUOMapKepoB
MUOKapauaibHoro ctpecca nmpu COVID-19.

Heas wuccaenoBanus. M3yuuTh M OUEHUTh BKJIAJA NOJUMOpU3Ma
Asp919Gly, B rene MTR, B pucke pa3Butus uHpapkTa MUOKapa y OOJbHBIX C
BupycHoi napexnuerr COVID-19 B anamHe3e 1 y YCIOBHO-3I0POB JOHOPOB.
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