silie i a significant decrease by 37% (Pst<0.05) in apopfotic index, and 10 days after the end of HT the figure was by

Psr <0,05) lower than in control group. Conclusions. The effect of intermittent hypoxia to pancreatic endocrinocytes
acterized by an inerease in the number of beta-endocrinocytes that has less to do with the stimulation of proliferation.
:aused by inhibition of apoptotic mechanisms.

INILUENCE OF EXPERIMENTAL DIABETES MELLITUS AND PENTOXIFILLINE ADMINISTRATION ON
THE RIG-LIKE RECEPTORS EXPRESSION IN LYMPHOID STRUCTURES OF ILEUM IN RATS
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Zaporozhye State Medical Umversity
Department of Micrabiology. Virology and Immunology

niesting 15 the largest interface beiween the body and the external environment. Mucosal surfaces provide portals of
entry nio the body not only for substances that are essential to survival. but also for many pathogens. including viruses.
U protect themselves, hosis have developed many antiviral immune mechanisms to combar these attacks. We study typel
liaberes (T1D) as examples in which interactions between host and viral infections have been implicated in autoimmune
diseases, The RIG-I-like receptors (RLRS) RIG-I. MDAS. and LGP2 play a major role in pathogen sensingof RNA virus
mfection to Initiaie and modulate antiviral mmurity. The RLRs detect viral RNAligands or processed self RNA in the
eviopiasm to triggers innate immunity and inflammation andto impart gene expression that serves to control infection.
Manv paithogens have been investigated. recent studies of T1D risk have focused on gastrointestinal enteroviruses,such as
coxsaclievirus B.Manv pathcgenic mechanisms 22 possible. In one scenario, infection of a B-cell by an enterovirus is
Sllowedby B-cell destruction — as a result of the virus iself. immune responses that kill virus-infected cells, or the
wiormmune’ sequel of such an infection. One of the most possible scenario - activated MDAS activates the transcription
ACH FNeregulatory factor3 (IRF3) and nuclear factor-kB (NF-«xB), which can lead mainly to the production of pro-
1atory cytokines and chemokines (TNFa, 1L-1b, 1L-18, 11-12, IL6. CXCLS), nitric oxide, co-stimulatory (CD40,
2086) and achesion molecules. All these {actors are crucial for the recruitment and activation of effector cells
~flammatory process. Pro-inflammatory cytokines, such as TNFa play one of the most important roles in pathogenesis
JM. indirect inhibitors of thewr production (for example, pentoxifviline. PTX) reduce risk of development of this
: The aim of research:To study the peculiarities of RIG-lreceptors expression in gut-associated lymphoid tissues
Gl of rats with experimental STZ-induced diabetes mellitus (EDM) and pentoxifilline (PTX) administration.
Azthods: Soucture of population of RIG -cells has been studied by the analysis of gerial histological sections using the
method of indireer immunotiuorescense with monaclonal antibodies to RIG-1 of rat. Results: It has been established that
diaberes development was accompanied by an increase in total density R1G -cells in the lymphoid structures of ileum by
45-50 % (p <0.05) at 2™ week. which was reflected in the increase in populﬂon density of RIG -macrophages in
tmes, and also significantly inerease the concentration of the RIG-protein in these cells. But this data showed a
1cs fo decrease to control values by the 4th week of disease. PTX administration of diabetic animals resulted in a
case of the total density RIG -cells by 25-30% (p <0.05) at 2" week of pathology, and on the 4th week of the disease
data snowed dynamies to an merease. This s reflected i the reduction of population density RIG -dendritic cells by
15-90 9% (p <0.05) and RIG -lvinphocytes bv 32-37 % ( p<(.05) on the 14th day of pathology . and 28th day - an increase
fhopulation density RIG -macrophages 45-95 % (p <0.05 ) and a decrease of this index in RIG'-lymphocytes by 35-40%
n <0.05) Conclusions:The expression augmentation with RIG-Iin ileum immunopositive cells can influence the
"'“c" =ntiation of subsets of immunopositive cells and their pro-inflammatoery cvtokines production, thus acting as one of
-ggers of diabetes developmeni and progression
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islatonin, an endogenous normone, is used as an antioxident dimg in deses guite higher than the endogenous circulating
evels of this hormone. Hepatic endoplasmic reticulum contzins the cytochrome P450 (CYP) system, which catalyzes one
-m{-ms-omaiicm pathway of melatonin: this organelle is also one of the main sources of reactive oxygen species in cells.
The antloxidant activity of this hormone may have a biclogical relevance in the organclle where it is biotransformed. The
alm was io conduct a literature review, which corfirms the relarionshis of meiatorin and liver detoxification system.
Melatonin is critical for the regulation of circadiar and seasona! changes in various aspects of physiology. and
neurcendocring function. As ape advances. the nocturna! production of me'atonin decreases in animals of various species,
including humans. There is evidence that melaronin in vitro dirsctly scevenges OH, H,0,, singlet oxygen (0, ), and
mhibiis lipid peroxidation. Melatonin simulates a number of antioxidative enrymes including SOD, glutathione
- (dase, glutathione reductase, and catalase. It has been shown that melatonin e~hances intracellular glutathione levels
sumulating the rate-liminng enzyme in ite synrhests, v-glutamylcysteine synthase, which inhibits the peroxidative
nthase and lipoxyeenase There 15 evidence that melatonin stabilizes microsomal membranes,

swrobably helping them oxidative damage. The CYP enzyme familv plays a dominant role in the
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ansiormation 0 a vast aumber of siruciurailv aiverse drugs. Many drug interections are a result of inhibition or
wucien of OY P enzymes. The expression of eytochrome P450 gene family members is regulated by the biological clock.
widition, hepatic 2450 monooxygenases metabolize melatonin, the pinea! hormone whose expression is controlled by

vogical clock and. in mern, resets the hiologica! clock. tn vitro melatonin binds to human and rat liver microsomal
rore P-450 (P450) according w 2 type I substraie. The affinitv =5 similar to that of aniline with a general lefi-shift.
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