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Abstract

190 patients were observed, including 135 with a diagnosis of chronic hepatitis C (CHC) and 55 with
a diagnosis of viral liver cirrhosis. Of these, 103 patients had genotype 1b, 48 had genotype 1a, 16
had genotype 3a, 10 had genotype 3a/b, and 13 had genotype 2. All patients underwent quantitative
HCYV viral load determination using PCR. The level of liver fibrosis was also determined using a non-
invasive method called fibroscan. Patients were prescribed direct-acting antiviral drugs (DAA) for
antiviral therapy.

Keywords: Chronic hepatitis C, liver cirrhosis, direct-acting antiviral drugs, fibroscan.

Introduction

Relevance of the problem. Chronic diffuse liver diseases, primarily viral infections, are one of the
most pressing issues in modern hepatology. Hepatotropic viruses cause chronic liver inflammation
with the development of fibrosis. Severe fibrosis, in turn, disrupts the organ's architecture, leading
to the development of cirrhosis.

Currently, liver biopsy is considered the "gold standard" for diagnosing fibrosis. However, data
published in recent years demonstrate the effectiveness of non-invasive methods for diagnosing liver
fibrosis, particularly liver elastography, which closely corresponds to the stage of fibrosis based on
liver biopsy results.

The advantages of liver elastography include the following: simplicity, absence of contraindications,
high diagnostic accuracy at various stages of liver fibrosis, the ability to assess fibrosis dynamics,
ease of use, screening, accessibility, and informativeness. Today, the European Association for the
Study of the Liver (EASL) recommends the use of direct-acting antiviral drugs (DAAs) in the
treatment of chronic hepatitis C. These are pangenotypic nucleotide inhibitors of the RNA-
dependent RNA polymerase NS5B of the hepatitis C virus. The course of treatment is short (usually
12 to 24 weeks), depending on the presence or absence of cirrhosis.

Study Objective:
To study the antiviral effect of HCV-associated liver disease in outpatients.

Materials and Methods

The study was conducted among patients who presented to the Hepatology Center of the Samarkand
Regional Clinical Infectious Diseases

Hospital with a diagnosis of chronic viral hepatitis C (CHVHC) (135 patients) and compensated
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liver cirrhosis (CLC) due to HCV (55 patients).

All patients underwent a comprehensive clinical and epidemiological examination. Blood
biochemistry included determination of bilirubin levels, AST, and ALT activity. To determine the
degree of fibrosis, a noninvasive liver examination method, elastometry, was performed using the
Fibroscan device. A liver section free of vascular structures (OL = more than 5 mm) and of
homogeneous structure was selected for examination. The sensor's focusing zone ranged from 25
mm to 65 mm from the skin surface. The resulting value was expressed in kilopascals.

To establish a diagnosis, serological ELISA was used to detect HbSAg, Anti-HCV, and Anti-HDV
markers. Of the total number of patients, 62 (32.6%) had newly detected Anti-HCV. PCR
diagnostics were also used to test the HCV viral load and determine the genotype.

Study Results

The age distribution of patients was dominated by adults, primarily males—129 (68%). Our data
show that people aged 41-50 years are most susceptible to CHC—63 (33.1%). This figure was
higher than for those aged 0-20 years, where it was 2.1% (Table 1).

Tabnunal .Bo3pactHasctpykTypaboapHbIx XI'C

Age groups Number of patients [Number of patients in %
0-20 4 2,1

21-30 33 17,4

31-40 48 25,3

41-50 63 33,1

51-60 24 12,6

Over 60 yearsold 18 09,5

Total: 190 100%

Chronic viral hepatitis C lasting 1-5 years was recorded in 58 patients, 5-20 years in 77 patients, and
more than 20 years in 55 patients. Among patients who underwent parenteral interventions, the
following interventions were of significant epidemiological significance: dental services - 14.2%,
blood transfusion - 12.1%, surgeries - 32.1% (appendectomy, herniotomy, hysterectomy,
echinococcosis, cesarean section), intravenous and intramuscular injections - 19%, and in 22.6% of
cases we were unable to determine the cause.

Among patients diagnosed with compensated CPVHS, 20.5% experienced nosebleeds of varying
severity and frequency. Signs of portal hypertension of varying degrees were found in 28.9%.
Ascites was not detected clinically or instrumentally, but hepatomegaly was present in 39.5%.
Splenomegaly and extrahepatic signs (telenectasia, palmar erythema) were detected in 22.6%.
Polymerase chain reaction (PCR) was used to determine the genotypes of all patients. The results of
PCR genotyping showed the predominance of genotype 1: 103 patients had genotype 1b and 48
patients had genotype 1a. Genotype 3 was the second most common genotype, with genotype 3a in
16 patients and genotype 3a/b in 10 patients. Genotype 2 was detected in only 13 cases, while
genotype 4 could not be identified. Quantitative determination of HCV RNA in the blood using
polymerase chain reaction with a linear range of 15-100,000,000 IU/ml revealed the following
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indicators (Table 2).

Table 2. Quantitative determination of HCV RNA
Viralload Absolutenum Number Amount of HCV RNA in
berofpatients ofpatientsin % IU/ml
1x10? 8 49 535+108,37
1x10° 4 2,4 4304,72+346,71
1x10* 51 31,1 57010,98+3703,54
1x10° 49 29,9 465265,3+37724,77
1x10° 42 25,6 3276190,47+309370,86
1x107 10 6,1 51676534,02+37041874,2

The liver elastography data according to METAVIR in patients with chronic hepatitis C were as
follows (Table 3).

Table 3. Results of fibroscanning of the liver in patients with chronic hepatitis C

Parameters Absolutenumbe | Number Fibroscanresults
rofpatients ofpatientsin %

FO 58 30,52 4,69 0,1

FO-F1 32 16,84 6,31+0,05

F1 11 5,78 7,75 +£0,07
F1-F2 14 7,36 8,73 £0,06
F2 6 3,15 9,3+ 0,037
F2—-F3 14 7,36 10,69+0,21
F3 13 6,84 12,65+0,22
F3-F4 20 10,52 17,88+0,49
F4 22 11,57 37,79+2,72

Fibroscanning results were consistent with clinical and laboratory data. Patients with elastometry
values of F3; F3—-F4 were identified as having clinical signs and laboratory data consistent with
compensated cirrhosis. All patients were prescribed direct-acting antiviral drugs (DAAs) based on
their genotype, in accordance with Order No. 542 of the Ministry of Health of the Republic of
Uzbekistan. All patients were receiving antiviral therapy for the first time, or "naive." Thus, patients
with genotypes la-1b were prescribed a regimen of sofosbuvir 400 mg + ledipasvir (Virpas) or
sofosbuvir 400 mg + velpatasvir 100 mg (Virvel). Patients with genotypes 2 and 3 were prescribed
a regimen ofsofosbuvir + daclatasvir (Mydecl + Myhep). The duration of DAA therapy for patients
with chronic hepatitis C was 12 weeks, and for patients with compensated chronic hepatitis C, the
same duration was 12 weeks. During treatment, viral load was determined in patients. A rapid
virological response (RVR) of 98.4% was detected at week 4 of treatment. An early virological
response (EVR) of 100% was also determined at week 12 of treatment. Viral load was also
determined using PCR at week 24 (12 weeks after treatment). HCV RNA PCR was positive in five
patients; these patients had treatment-related issues, such as self-administered discontinuation.
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Conclusions
The majority of patients in our study group were 41-50 years old (33.1%) and male (68%). Genotype
1b was predominant in our study group. Direct-acting antiviral drugs are highly effective regardless

of the stage of fibrosis (RVR of 98.4%).
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