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Abstract: Changes<in \ENF-a and  HGF levels have /been “identified in hepatitis A,
demonstrating a link between mflammation and regenerations” An wncrease in TNF-a indicates its
role as an inflammatory mediator, while-an increase.in” HGF reflects a response to hepatocyte
destruction and stimulates theit proliferation for liver repair., Higher HGF levels are associated with
greater liver damage and the need for active fepair.
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I'EINATUT A JA CUTOKUH MPODOUINIAT A V3rAPUILJIAP: SIJIJIMEJIAHUII BA
PEI'’EHEPALIUA SJ’PTACI/II[AFI/I BOFIUKJINK
H.A. Aptukos!, JI.b. Mup3axonosa’
! Yprauu jaBnar THOOUET MHCTUTYTH, YpraHd 1., ¥ 36eKHCTOH
2 TOLIKEHT JaBIaT THOOUET yHuBepcuTeTH, TOMKEHT 111, Y36eKHCTOH

AnHotanus. 'ematut A na TNF-o Ba HGF nmapaxacuparu y3rapuiuiap aHuKJIaHraH, Oy
SJUTMFJIAHMIN Ba pereHeparcus ypracuaard OornukiaukHu kypcataau. FOxkopu TNF-o yHuHT
SUUTUFIIAHUII BOcUTauucu poiuHu kypcaraau, HGF sca remaronutiapHUHT WYK KWIMHMILNATA
KaBOOHU aKC ATTHPAAM Ba YIAPHHUHT JKUTAPHU THUKJIANl YYYH KYMaWWIIMHU parOaTIaHTHPAIH.
IOxopu HGF napaxanapu >KHTapHHHT KYTPOK IMTMKACTIAHUIIN Ba (a0l TUKIAHUII 3apypaT OuiIaH
OOFIIHUK.
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Kanur cy3map: Bupyciu remaTtuT, KOH 3apaoOu, >KMrap, KaxeKCHH, YCHII OMHIIH,
CUTOKHMHJIAp, MyBO3aHAT.

N3MEHEHUS HIUTOKUHOBOI'O ITPO®WUJIS ITPU BI'A: CBA3b
BOCIIAJIEHUSI U PETEHEPALIUA
H.A. Apruxos', I.5. Mup3saxxonoa?

!'Vprenuckuii rocy1apcTBEHHbBINA MEAUIIMHCKUI HHCTUTYT, I. Ypreud, Y30ekucTan
2 TalKeHTCKHIA TOCYIapCTBEHHBIN METUIIMHCKHNA YHUBEPCHUTET, I. TamkeHT, Y30eKucTan

AnHoTanudA. YctaHoBieHbl uameHeHus - ypoBHel, TNF-o m HGF mpu BI'A, kotopsie
MOKa3bIBAIOT CBSI3b MEXIY BocrnasdcHUeM U pereHepauren. [lossunenne TNF-o ykaspiBaeT Ha €ro
poJib Kak Meauaropa BocrafieHus, 'a yeeauuenue HGE forpakact peakiuio Ha paspylicHHE
TEMaTOIMTOB M CTUMYJIHPYET WX, HPOTUGCTpaIiio /s BOCCTAHOBJICHMS, eueHU. bojee BBICOKHE
ypoBau HGF cBsi3aHbpl/ ¢ QONBIILMY TOBPSKASHUSIMH TCYCHN W | HEOOXOIMMOCTHIO AKTUBHOTO
BOCCTaHOBJICHHSI.

KiroueBble ¢Ji0Ba: BUPYCHBIM T'EHATHUT, CHIBOPOTKA, ICUCHb, KAXEKCHH, (aKTOp pocTa,
LUTOKUHEI, JucOaIafne.

Introduction. Hepatitis A<virus (HAV) is a common infectious cause of acute hepatitis
worldwide. According to the World Health Organization, infection rates in high-resource countries
are low [1,6].

Clinical manifestations and outcomes of hepatitis, A virus infection exhibit significant age-
related differences. In adults, symptomatic acute hepatitis A occurs in more than 70% of cases, with
3% to 20% experiencing recurrent.or prolonged hepatitis [1,7].

Given that the HAV virus 1s.asnon-cytopathic virus, thisimeans that the virus itself does not
cause hepatocyte damage; instead, it is the-immune-response thatis reésponsible for the observed
symptoms and liver damage [2]. The study of the cytokine profile in hepatitis A is highly relevant,
since changes in cytokine levels ‘ean reflect the severity of“the inflammatory process and the
regenerative capacity of the liver [4]. Depending-on-the severity of the disease, the pattern and level
of cytokine secretion vary significantly, making them valuable biomarkers for diagnosis, outcome
prediction, and treatment optimization.

The aim of this study was to investigate serum levels of TNFoa and HGF in different
severities of HAV.

Material and methods of research. This study included 89 patients diagnosed with viral
hepatitis A (HAV). All subjects were divided into groups based on the severity of their HAV
infection: Group 1, with mild HAV infection, included 35 individuals; Group 2, with 33 individuals;
and Group 3, with severe HAV infection, included 25 individuals. The control group consisted of
21 apparently healthy individuals. The entire sample was aged 18 to 24 years.

Immunological studies of the subjects were conducted in the Laboratory of
Immunoregulation of the Institute of Human Immunology and Genomics of the Academy of
Sciences of the Republic of Uzbekistan.
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The concentration of tumor necrosis factor-alpha (TNFa) and hepatocyte growth factor
(HGF) in the blood serum was determined by the enzyme-linked immunosorbent assay method
using the test systems of JSC VECTOR-BEST (Russia) and Cusabio Biotech (China) in accordance
with the manufacturer's recommendations.

Statistical processing of the obtained data was performed using the Statistica 6.0 computer
program. The data were statistically processed using standard approaches, the results are presented
as the sample mean (M) and standard error of the mean (m); the median (Me), characterizing the
central tendency, and the upper and lower quartiles characterizing the spread of indicator values in
50% of respondents (Q1-Q3), where Q1 is the 25% percentile, Me is the 50% percentile, and Q3 is
the 75% percentile. The significance of differences in the mean values (p) of the compared
indicators was assessed using the Student'st=test.

Results and discussions"Fable 1 shows changes in serum, levels of TNF-a and HGF in
patients with HAV of varying severity compared-te-the control group of practically healthy people.

Table 1.
Serum content of the-studied markers in the examined\groups before treatment
Indicator M:m; pg/ml | Me [Q1; Q3] | P-value
Control group, n=21
TNFa 20,601,223 19574 [17,15; 24,74] -
HGF 259,674£22.20 232,31 [221,92; -
Group 1 (light form of VGA), n=35
TNFa 48.93+1,45 49,29 [41,50; 57,88] p<0,001
HGF 450,32+20,59 468,31 p<0,001
Group 2 (VGA medium heayy form), n=33
TNFa 64,00+221 66,39.152,31; 73,61] p<0,001
HGF 555,56+22.59 574,28 [474,28; p<0,001
Group 3 (VGA heavy form); n=25
TNFa 97,5943,11 97,60 [85,30; p<0,001
HGF 563,04+23,78 589,360[491,15; p<0,001

Note: * - significant compared to control group data. Me — median, Q1 (percentile) — 25%,
Q3 (percentile) — 75%.

Tumor necrosis factor alpha (TNF-a) is a key proinflammatory cytokine produced primarily
by macrophages, T lymphocytes, and neutrophils. It regulates the inflammatory response by
recruiting immune cells to sites of infection, increases vascular permeability, and stimulates other
cytokines. TNF-a also initiates apoptosis, controlling cell growth and eliminating damaged cells [3].
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Fig. 1. Serum TNF-o/1evels in groups of patients with varying severity of viral hepatitis
before treatment.

Analysis of serum/levels revealed that in the.lst group of patients with mild hepatitis A, the
TNF-a level increased to an averagerof 48:93 + 1.45 pg/mlywhich is'more, than 2.4 times higher
than in the control group.20.60 + 1.23 pg/ml (p<0.001), the median value (Me) of TNF-a also
increased significantly t0-49.29 pg/ml, which indicates a pronounced inflammatory process even
with a mild degree of severity of hépatitis A. In the 2nd group with moderate hepatitis A, the TNF-a
level increased even more significantly - to 64.00 + 2.21 pg/ml, which is 3.1 times higher than the
control values (p<0.001), Me was 66:39 pg/ml, which indicates.the progression of the
inflammatory response. The most pronounced increase in TNF-a was /observed in the 3rd group of
patients with severe HAV.where its level reached 97.59 £ 3.11 pg/ml; which is 4.7 times higher
than the control group level of 20:60 + 1.23 pg/ml (p < 0.001). Such a;sharp increase is associated
with an active systemic inflammatory response characteristic.of severe forms of infection (Fig. 1).

Hepatocyte growth factor (HGF)us a-key-eytoKine activated in" response to tissue damage
and promoting liver cell regeneration.: The primary producers of HGF are mesenchymal cells,
including fibroblasts, stromal cells;..endothelium; and macrophages [4]. In the liver, HGF is
synthesized by stellate cells and is activated upon injury, stimulating organ regeneration. HGF
supports hepatocyte division and survival, stimulates angiogenesis and modulates inflammation,
preventing  excessive  tissue  damage and  reducing the risk of  fibrosis

[5].
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g. 2. Serum HGF levels in groups of patients with varying severity. of HAV before treatment.

Figure 2 shows /serum HGF levels in patients with varying ‘degrees of HAV severity before
treatment, compared/with.the ¢ontrol group. In healthy individuals in the control group, HGF levels
averaged 259.67+22.20 pg/ml, withca median. of 232.31 pg/ml and an individual range of 131.72
pg/ml to 449.17 pg/ml. Determination of serum levels revealed that in patients with mild HAV, the
HGF level was significantly. elevated:‘the average level was-450.32+20.59 pg/ml, which is 1.73
times compared to the control group (p<0.001), Me— 468.31 pg/ml, in the range from 204.84 pg/ml
to 635.87 pg/ml. This mcrease in HGF levels may be associated/with the activation of liver
regeneration processes. ih-response’ to virus-induced tissue damage, which is consistent with
literature data on the role of HGF in,stimulating liver cell regeneration:

In the group with modetate hepatitis A, the HGF level'continued/to increase and amounted
to 555.56£22.59 pg/ml (median 57428 pg/ml), whichvis 2.14 ‘times higher (p<0.001) than in the
control group, with minimum values of 310:39 ipg/ml ‘and-maximum values of 727.21
pg/ml. Such an increase may indicate*more severe liver damage, requiring enhanced activation of
regenerative and compensatory mechanisms.

In patients with severe HAV, the average HGF level was 563.04+23.78 pg/ml (median
589.36 pg/ml) (p<0.001), with a range from 327.21 pg/ml to 777.21 pg/ml. Compared with the
control group, this increase was approximately 2.17 times (Fig. 2).

The lack of significant difference in HGF levels in patients with moderate and severe HAV
before treatment is related to the overall inflammatory response and regenerative liver function. In
both cases, HGF increases in response to hepatocyte damage to stimulate liver repair. However, in
severe HAV, further growth of HGF may be limited due to depletion of liver reserves and
inflammation exceeding regenerative capacity, which inhibits the increase in HGF levels.

Thus, these changes in TNF-o and HGF demonstrate a relationship between the degree of
inflammation and regeneration in the context of HAV. These results suggest that the increased
TNF-a levels in HAV are due to its key role as an inflammatory mediator. An increase in HGF
reflects the body's response to hepatocyte destruction caused by inflammation and viral damage.
During liver regeneration, HGF stimulates hepatocyte proliferation, which is essential for the
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restoration of organ function. As the disease progresses in severity, increased HGF levels are
associated with greater liver tissue damage, requiring more active repair.

Conclusion
1. It has been established that the level of TNF-a increases with increasing severity of HAV, which
reflects an increase in the inflammatory response, since TNF-a is a key pro-inflammatory cytokine
that activates immune cells and increases inflammation.
2. It was found that the level of HGF also increases in HAV, which indicates the activation of
regenerative processes in response to liver tissue damage. However, in severe cases, further growth
of HGF is limited, which is associated with the possible depletion of the liver's regenerative
reserves.
3. Elevated levels of TNF-a and HGE.indicate a telationship between the inflammatory and
regenerative responses in HAV; which can serve as'a :diagnostic, and prognostic marker of the
severity of the course and restoration-of liver funetion.
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