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Abstract 
Knowing that hepatic steatosis (HS) is a common occurrence in patients with chronic hepatitis C (CHC), it is essential to establish what are 
the factors that predispose to its occurrence and what is the role of HS in the evolution and prognosis of patients with CHC who develop this 
feature. To achieve these aims, we performed a retrospective clinical study in 33 patients with CHC hospitalized, diagnosed, and monitored 
in the 2nd Medical Department of the Emergency County Hospital, Craiova, Romania, in a period of two years (2011–2012). Following clinical, 
hematological, biochemical, immunological, and pathological investigations of the 33 patients with CHC selected, only 14 patients showed 
pathological changes of the HS. The appearance of steatosis in patients with CHC results from a complex interaction between the particularities 
of the host and viral factors. The main risk factors of the host, which contributed to the appearance of HS were sex, age, body mass index 
(BMI), body weight, and personal history of pathology (obesity, metabolic syndrome). Virus-related factors involved in HS were viremia and 
viral genotype. In conclusion, HS is a common finding (42.42%) in patients with CHC, particularly genotypes 1 and 2. Early detection of HS by 
invasive or non-invasive methods is an important objective of monitoring patients with CHC, because HS is correlated with a high degree of 
fibrosis. Therefore, early correction of metabolic factors and early introduction of antiviral therapy are important targets for treating of patients 
with CHC. 
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 Introduction 

Worldwide, hepatitis C virus (HCV) infection is a 
major public health problem. According to the European 
Association for the Study of the Liver (EASL), in 2015 
there were approximately 71 million people chronically 
infected with HCV [1]. Liver biopsy puncture performed 
in patients with CHC highlights two factors involved in 
liver disease progression, namely, periportal necrosis and 
hepatic steatosis (HS) [2]. HS is defined by the accumulation 
of lipids in hepatocytes. Physiologically, hepatocytes contain 
small amounts of lipids necessary for metabolism, and 
when lipids exceed 5–10% of the weight of hepatocytes, 

HS occurs [3]. HS is a common histopathological feature 
of patients with CHC [4–6]. The incidence of HS in patients 
with CHC varies between 40% and 86%, with an average 
of 55% [7]. In patients with CHC, many factors that 
predispose to HS: viral factor (genotype 3), host factors 
(overweight, dyslipidemia, hypertension, type 2 diabetes, 
and insulin resistance) and certain drugs (glucocorticoids, 
Amiodarone, Methotrexate) [8]. Two forms of HS can be 
found in these patients. “Metabolic” steatosis can coexist 
with the CHC, regardless of genotype, and occurs in people 
at risk, such as obesity, dyslipidemia, high blood pressure, 
type 2 diabetes, and insulin resistance. The second form of 
steatosis, “viral steatosis”, specific to genotype 3, results 
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from the direct cytopathic effect of the viral infection on 
the infected hepatocytes [9]. Liver biopsy is currently the 
“gold standard” for diagnosing and assessing of the severity 
of HS [10]. On pathological examination, HS has a 
macrovesicular appearance and is predominantly distributed 
in the periportal area and less in the centrilobular region 
[11]. The progression of liver disease is supported by 
portal inflammation, periportal necrosis and liver fibrosis 
[12], so the high incidence of steatosis in patients with 
CHC is evidence that it plays a significant role in disease 
progression [13, 14]. Risk factors, such as old age, male 
sex, chronic alcohol consumption, obesity and type 2 diabetes 
are progressive factors for both HCV infection and HS 
[4, 12, 15, 16]. 

Aim 

The main objective of the study was to emphasize the 
importance of establishing the diagnosis of steatosis in 
the evaluation of the prognosis of patients with CHC, 
particularly genotypes 1 and 2. 

 Patients, Materials and Methods 
We conducted an open clinical retrospective study in 

which we analyzed HS in liver biopsy fragments performed 
in 33 patients with CHC, diagnosed and monitored in the 
2nd Medical Department of the Emergency County Hospital, 
Craiova, Romania, within two years. The clinical examination 
of the patients included in the study was followed by 
paraclinical investigations, such as antibodies against 
HCV, quantitative tests [HCV–ribonucleic acid (RNA)], 
hematological, enzymatic, biochemical, immunological 
tests and liver biopsy. The criteria for inclusion in the 
study were the presence of antibodies against HCV, 
serum HCV–RNA titer detected, liver biopsy puncture, 
the presence of metabolic syndrome components (type 2 
diabetes, dyslipidemia, obesity and hypertension), lipid and 
carbohydrate profile [total cholesterol, triglycerides (TG), 
blood sugar] and liver function tests [total bilirubin (TB), 
γ-glutamyltransferase (GGT), alkaline phosphatase (ALP), 
alanine aminotransferase (ALT), aspartate aminotransferase 
(AST), albuminemia, prothrombin time (PT), total protein, 
γ-globulins, immunoglobulins]. The positive diagnosis of 
HS was suggested in base of the abdominal ultrasound 
and confirmed by liver biopsy puncture. Exclusion criteria 
were clinical and paraclinical criteria for decompensated 
liver disease (coagulation disorders, rupture of esophageal 
varices, ascites and hypoproteinemic edema), the presence 
of autoimmune diseases (collagenosis, autoimmune hepatitis), 
the presence of genetic diseases (hemochromatosis, α1-
antitrypsin deficiency, Wilson’s disease) and chronic 
alcohol and drug use (Amiodarone, Methotrexate, and 
glucocorticoids). The COBAS® HCV ver. 2.0 Amplicor 
method and the CHIRON RIBA HCV 3.0 Strip Immunoblot 
Assay system were used to perform virological and 
serological tests. The biochemical and hematological tests 
were processed in the Clinical Laboratory of the Emergency 
County Hospital, Craiova, using the Celltac Nihon Khoden 
system and Vitros 250 dry chemistry analyzers. Liver biopsy 
was performed using the percutaneous method using the 
special Hepafix kit (Braun Melsungen AG). The fragments 
harvested from liver tissue (with a diameter between 1–
1.4 mm/10–25 mm) were fixed in 10% neutral buffered 

formalin, then processed by paraffin inclusion and stained 
with Hematoxylin–Eosin (HE) and van Gieson, according 
to the standard protocol practiced in the Laboratory of 
Pathological Anatomy of the Emergency County Hospital, 
Craiova. The pathological samples obtained were analyzed 
with a microscope with a built-in 5 Mpixel digital camera 
(MOTIC manufacturer), equipped with software integrated 
in the microscope. The pathological aspects were evaluated 
independently by two investigators, using the parameters 
provided in the Ishak score [17]. The presence or absence 
of steatosis in patients with CHC was analyzed in relation 
to the mean values of the main anthropometric, clinical, 
hematological, biological, immunological, and pathological 
parameters. Statistical data were processed using Microsoft 
Excel (Microsoft Corp., Redmond, WA, USA) and IBM 
Statistical Package for the Social Sciences (SPSS) Statistics 
20.0 (IMB Corporation, Armonk, NY, USA). Numerical 
variables showed a normal distribution of data in each 
group studied or globally, so we were allowed to use 
parametric statistical tests. The results thus obtained were 
summarized as mean ± standard deviation (SD). The 
relevant values for the statistical tests were p-values lower 
than 0.05, being considered significant. For the use of 
patient data, the study was performed using informed consent. 

 Results 
The patients’ group structure 

The study was performed on a group of 33 patients 
with CHC, from which 16 (48.48%) were men and 17 
(51.51%) were women. The mean age of the studied 
patients was 47.87±11.11 years. The distribution by age 
was: nine (27.27%) patients were in the group age under 
40 years, 18 (54.54%) patients were in the group age 41–
60 years and five (15.15%) patients in the group age over 
61 years. In the studied patients with CHC, the mean value 
of body weight was 71.78±8.51 kg, body mass index (BMI) 
was 25.12±1.65 kg/m2 and abdominal circumference (AC) 
was 90.82±10.02 cm (Table 1). 

The positive diagnosis of CHC was established based 
on HCV–RNA viremia in the 33 (100%) of the studied 
patients (Table 1). The mean viremia value in the studied 
patients was 1 499 548.49±283 970.53 copies/mL. In this 
group of patients, the liver biopsy puncture demonstrated 
the presence of HS in 14 (42.42%) patients. 

The epidemiological study analyzed the incidence of 
the main endogenous risk factors in the occurrence of HS 
(Tables 1 and 2). In this group of patients, HS was present 
mainly in men, the observed male/female ratio being 10:4. 
In the patients with CHC studied, the mean age of those 
with HS was 49.36±12.11 years, while the mean age of 
patients without HS was 45.85±9.84 years. In patients with 
CHC analyzed, the mean body weight was 71.78±8.51 kg, 
with patients with HS having a significantly higher mean 
weight (p=0.005) (75.46±11.85 kg) compared to those 
without steatosis (68.21±5.17 kg). A similar behavior was 
reported in the case of BMI, which showed significantly 
higher mean values (p=0.004) in patients with HS 
(26.21±1.72 kg/m2), compared to those without HS 
(24.32±1.07 kg/m2). Also, patients with CHC and HS 
showed a significantly higher mean value (p=0.034) of 
AC (95.57±9.56 cm), compared to patients who did not 
develop HS (87.32±9.04 cm) (Table 2). 
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Table 1 – Mean values and SDs of anthropometric and virological parameters in the group of patients with CHC, as 
well as mean values and standard errors of these parameters, depending on the presence or absence of HS, together 
with the value of the statistical test for comparative analysis of studied parameters in the two subgroups of patients 

Parameter 
Mean value and SD in 

patients with CHC 

Mean value and SD in 
patients with CHC  

with steatosis 

Mean value and SD in 
patients with CHC  
without steatosis 

*Statistical 
significance 

p-value 
Age [years] 47.87±11.11 49.36±12.11 45.85±9.84 0.31 

Men [n] 16 10 6 0.02 

Women [n] 17 4 13 0.02 

Body weight [kg] 71.78±8.51 75.46±11.85 68.21±5.17 0.005 

BMI [kg/m2] 25.12±1.65 26.21±1.72 24.32±1.07 0.004 

AC [cm] 90.82±10.02 95.57±9.56 87.32±9.04 0.034 

Viremia [copies/mL] 1 499 548.49±283 970.53 1 743 423.36±332 478.43 1 255 673.5±238 577.96 0.001 

Genotype 1 [n] 31 13 18 0.46 

Genotype 2 [n] 2 1 1 0.82 

AC: Abdominal circumference; BMI: Body mass index; CHC: Chronic hepatitis C; n: No. of cases; HS: Hepatic steatosis; SD: Standard deviation. 
*The statistical significance of the comparison of the mean values recorded in the patients with CHC and steatosis versus the patients with 
CHC without steatosis. 

Table 2 – The mean values of the incidence of significant pathological history and clinical manifestations recorded in 
patients with CHC, depending on the presence and absence of HS 

Parameter 
Incidence of diseases/ 
signs in patients with 

CHC 

Incidence of diseases/ 
signs in patients with CHC  

with steatosis 

Incidence of diseases/ 
signs in patients with CHC 

without steatosis 

*Statistical 
significance 

p-value 
Hypertension 11/33 (33.33%) 7/14 (50%) 4/19 (21.05%) 0.08 

Diabetes mellitus 7/33 (21.21%) 4/14 (28.57%) 3/19 (15.78%) 0.39 

Dyslipidemia 23/33 (69.69%) 10/14 (71.42%) 13/19 (68.42%) 0.85 

Metabolic syndrome 12/33 (36.36%) 8/14 (57.14%) 4/19 (21.05%) 0.03 

Obesity 14/33 (42.42%) 10/14 (71.42%) 4/19 (21.05%) 0.002 

Pallor 9/33 (27.27%) 5/14 (35.71%) 4/19 (21.05%) 0.32 

Jaundice 4/33 (12.12%) 2/14 (14.28%) 2/19 (10.52%) 0.75 

Ecchymosis 2/33 (6.06%) 1/14 (7.14%) 1/19 (5.26%) 0.82 

Hepatomegaly 21/33 (63.63%) 11/14 (78.57%) 10/19 (52.63%) 0.13 

Splenomegaly 12/33 (36.36%) 6/14 (42.85%) 6/19 (31.57%) 0.52 

CHC: Chronic hepatitis C; HS: Hepatic steatosis. *The statistical significance of the comparison of the mean values recorded in the patients 
with CHC and steatosis versus the patients with CHC without steatosis. 
 

In the studied patients with CHC, the incidence of 
hypertension was 33.33%, which was present in half (50%) 
of patients with HS and in only four (21.05%) patients 
without HS. The incidence of diabetes mellitus in the studied 
patients was 21.21%, being present in four (28.57%) patients 
with CHC and HS and in three (15.78%) patients with 
CHC without HS. Dyslipidemia, recognized in the personal 
pathological history of 23 (69.69%) patients with CHC, 
was present in 10 (71.42%) patients with CHC and HS 
and in 13 (68.42%) patients without HS. The metabolic 
syndrome, a clinical entity discovered in the pathological 
history of 12 (36.36%) patients with CHC, was present in 
eight (57.14%) of the patients with HS and in only four 
(21.05%) patients without HS. Fourteen (42.42%) of the 
patients with CHC were overweight. This characteristic was 
present mainly in patients with HS (71.42% vs 21.05%). 
The clinical study of these patients allowed the calculation 
of the incidence of the main clinical signs, as well as the 
establishment of the statistical significance of these clinical 
parameters in the anticipation of HS in patients with CHC 
(Table 2). The clinical signs frequently encountered in these 
patients were hepatomegaly (63.63%), splenomegaly 
(36.36%), pallor (36.36%), jaundice (12.12%) and 
ecchymosis (6.06%). 

The virological study 

The virological study analyzed the main virus-related 

factors involved in the occurrence of HS, namely viremia 
and viral genotype (Table 1). The mean value of viremia in 
patients with steatosis (1 743 423.36±332 478.43 copies/mL) 
was significantly higher (p=0.001), compared to the mean 
value of viremia in the patients in whom liver biopsy puncture 
did not show HS (1 255 673.5±238 577.96 copies/mL). 
Genotyping performed in these patients revealed the presence 
of genotype 1 in 31 (93.93%) patients and genotype 2 in 
two (6.06%) of the studied patients. 

The hematological and metabolic studies 

The hematological and metabolic study analyzed the 
behavior of hematological and metabolic parameters (Table 3) 
in selected patients, depending on the presence or absence 
of HS. The mean hemoglobin (Hb) value was higher in 
patients with HS (12.77±0.88 g/dL) compared to patients 
without HS (12.12±1.23 g/dL), without this difference being 
statistically significant (Table 3). Anemia was described in 
four (28.57%) patients with HS and in only three (15.78%) 
patients without HS. Regarding the number of white blood 
cell (WBC) count, patients with HS had a significantly 
higher mean value (5176.32±1045.67/mm3) than that reported 
in patients without HS (4878.57±1249.11/mm3). Leukopenia 
(WBC<4000/mm3) was recorded in five (35.71%) patients 
with HS and in only three (15.78%) patients without HS. 
The mean platelet (PLT) count in the group of patients with 
HS was lower (163 071±41 112.3/mm3) but not statistically 
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significant compared to the mean value in patients without 
HS (182 578.9±46 446.28/mm3). Thrombocytopenia (PLT 
<150 000/mm3) was found in both patients with HS and 
patients without HS (35.71% vs 26.31%). The behavior of 
metabolic parameters was different in patients with CHC, 
depending on the presence or absence of HS (Table 3). 
Thus, the mean blood glucose value was significantly 
higher (p=0.05) in patients with HS (97.14±8.24 mg/dL), 
compared to patients without HS (89.84±12.37 mg/dL). The 
mean TG value in patients with HS was higher, but not 
statistically significant, compared to that recorded in patients 

without HS (189.64±36.45 mg/dL vs 176.05±34.78 mg/dL), 
increased TG values (>150 mg/dL) registering both in 
patients with HS (71.42%) and in those without steatosis 
(68.42%). The mean cholesterol value in patients with 
HS was insignificantly higher (226.07±56.16 mg/dL) 
compared to the mean value in patients without HS 
(205.78±40.04 mg/dL), elevated serum cholesterol values 
(>200 mg/dL) registering both in patients with HS (64.28%) 
and in those without HS (52.63%). This research showed 
that only the parameters of carbohydrate metabolism were 
correlated with the presence of HS in the analyzed patients. 

Table 3 – Mean values and SDs of hematological and metabolic parameters recorded in patients with CHC, with or 
without HS, as well as the statistical significance of these parameters in anticipation of HS 

Parameter 
Mean value and SD in 

patients with CHC 

Mean value and SD in 
patients with CHC with 

steatosis 

Mean value and SD in 
patients with CHC without 

steatosis 

*Statistical 
significance 

p-value 

Hb [g/dL] 12.51±1.11 12.77±0.88 12.12±1.23 0.19 

WBC count [No./mm3] 5050±1127.5 5176.32±1045.67 4878.57±1249.11 0.50 

PLT count [No./mm3] 174 303±44 676.3 163 071±41 112.3 182 578.9±46 446.28 0.22 

Glycemia [mg/dL] 92.93±11.27 97.14±8.24 89.84±12.37 0.05 

TG [mg/dL] 181.81±35.59 189.64±36.45 176.05±34.78 0.31 

TC [mg/dL] 250.9±27.65 226.07±56.16 205.78±40.04 0.24 

CHC: Chronic hepatitis C; Hb: Hemoglobin; HS: Hepatic steatosis; n: No. of cases; PLT: Platelet; SD: Standard deviation; TC: Total cholesterol; 
TG: Triglycerides; WBC: White blood cell. *The statistical significance of the comparison of the mean values recorded in the patients with CHC 
and steatosis versus the patients with CHC without steatosis. 

 
The hepatic functions’ study 

Analyzing the mean values obtained from the biochemical 
parameters, differences were found in patients with steatosis, 
compared to those who did not develop steatosis (Table 4). 
TB showed a higher mean value in patients with steatosis 
(1.21±0.28 mg/dL) compared to patients without steatosis 
(1.03±0.24 mg/dL), with not statistically significant 
differences. TB was elevated in half (50%) of the patients 
with HS and only in two (10.52%) patients without HS, 
with not statistically significant differences between the 
two groups. The cholestasis enzymes had a significantly 
higher mean plasma activity (p=0.02) in patients with CHC 
and HS (57.42±15.59 U/L) compared to patients with CHC 
without HS (43.73±13.94 U/L) in the case of GGT and 
significantly lower mean plasma activity (p=0.01) in the 
patients with HS (205.14±52.51 U/L) compared to patients 
without HS (156.47±45.76 U/L) in the case of ALP. GGT 
was elevated in eight (57.14%) patients with HS and in only 
three (15.78%) patients without HS, while ALP had elevated 
plasma activity in most patients with HS, 13 (92.85%) 
patients and in 12 (63.15%) patients without HS. The 
behavior of hepatic cytolysis enzymes was similar, with 
a higher mean plasma activity in patients with CHC  
and HS (117.78±88.77 U/L) compared to patients with 
CHC without HS (107.73±55.13 U/L) in the case of ALT 
and higher mean plasma activity in patients with HS 
(121.85±105.45 U/L) compared to patients without HS 
(87.26±47.28 U/L) in the case of AST, with not statistically 
significant differences between the two groups. Elevated 
ALT values were found in 11 (78.57%) patients with HS 
and in 17 (89.47%) patients without HS, and AST was 
elevated in most patients, 10 (71.42%) patients with HS 
and 15 (78.94%) patients without HS. In patients with 
CHC who presented with HS, the mean value of PT was 
13.71±1.37 s, a slightly longer value than that recorded in 

patients without HS (13.47±1.12 s). The index of prothrombin 
(IP) showed a slightly lower mean value in patients with 
CHC who had HS (75±16.2% vs 83±12.14%), without this 
difference being statistically significant. The mean values 
of albuminemia found in the two groups of patients were 
approximately equal (3.74±0.37 g% vs. 3.79±0.5 g%), 
without any statistically significant difference between the 
patients of the two groups of patients. 

The evaluation of the inflammatory response 

The evaluation of the inflammatory response of the 
hepatic mesenchymal cells (portal and intralobular lympho-
plasmacytic infiltrate cells) by so-called “mesenchymal 
hyperreactivity” functional tests or mesenchymal inflammation 
tests showed some differences in these tests depending on 
the presence or absence of HS (Table 5). 

Thus, the mean value of erythrocyte sedimentation 
rate (ESR) in one hour (ESR/1 h) was significantly 
(p=0.002) higher in the patients with CHC and HS 
(10.14±2.68 mm/1 h), compared to the patients with CHC 
without HS (6.95±2.09 mm/1 h). Also, the mean C-reactive 
protein (CRP) value in the patients with HS was significantly 
(p=0.05) higher (0.65±0.29 mg/dL) than the mean value of 
CRP in the patients without HS (0.49±0.17 mg/dL). The 
mean value of α2-globulins in patients with CHC and HS 
(11.64±1.49%) was statistically significantly (p=0.0001) 
higher compared to the value of patients with CHC without 
HS (8.79±2.12%). The mean value of the serum γ-globulins 
concentration was higher in the patients with CHC who 
had HS (1.66±0.35 g/dL) compared to the mean value of 
those who did not develop HS (1.6±0.37 g/dL), without 
this difference being statistically significant. Patients 
with CHC and steatosis showed higher mean values 
(432.36±295.45 IU/mL) of immunoglobulin G (IgG) 
compared to the group of patients with CHC without 
steatosis (307±187.57 IU/mL). Abnormal IgG values were 
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found in 78.57% (11/14) of patients with CHC and HS 
and in 73.68% (14/19) of patients with CHC without HS. 
In patients with CHC and HS the mean serum immuno-
globulin M (IgM) concentration was 234±125.28 IU/mL, 
the increased values being found in 71.42% of patients, 
while in patients with CHC without HS the mean IgM 
value was lower (228.16±102.94 IU/mL), with a lower 

percentage of those who showed increased values (63.15%). 
The group of patients with steatosis, 28.57% had increased 
values of immunoglobulin A (IgA), the average value 
being 241.14±120.95 IU/mL, while the group of patients 
without steatosis had a lower average of IgA of 
195.26±45.16 IU/mL, and the percentage of patients with 
high values was lower (26.31%). 

Table 4 – Mean values and SDs of biochemical parameters recorded in the patients with CHC with or without HS, as 
well as the statistical significance of these parameters in assessing HS 

Parameter 
Mean value and SD in 

patients with CHC 
Mean value and SD in patients 

with CHC and steatosis 
Mean value and SD in patients 

with CHC without steatosis 

*Statistical 
significance 

p-value 
TB [mg/dL] 1.1±0.27 1.21±0.28 1.03±0.24 0.10 

GGT [U/L] 49.54±15.98 57.42±15.59 43.73±13.94 0.02 

ALP [U/L] 177.12±53.80 205.14±52.51 156.47±45.76 0.01 

ALT [U/L] 112±70.25 117.78±88.77 107.73±55.13 0.55 

AST [U/L] 101.93±77.61 121.85±105.45 87.26±47.28 0.21 

PT [s] 13.71±1.37 14.03±1.64 13.47±1.12 0.37 

IP [%] 79±14.28 75±16.2 83±12.14 0.20 

ALB [g/dL] 3.76±0.42 3.74±0.37 3.79±0.5 0.76 

ALB [%] 52.73±6.97 51.22±6.87 53.85±7.02 0.64 

ALB: Albumin; ALP: Alkaline phosphatase; ALT: Alanine aminotransferase; AST: Aspartate aminotransferase; CHC: Chronic hepatitis C; GGT: 
γ-Glutamyltransferase; HS: Hepatic steatosis; IP: Index of prothrombin; PT: Prothrombin time; SD: Standard deviation; TB: Total bilirubin. *The 
statistical significance of the comparison of the mean values recorded in the patients with CHC and steatosis versus the patients with CHC 
without steatosis. 

Table 5 – Mean values and SDs of inflammation and immunological parameters recorded in the patients with CHC, 
with or without HS, as well as the statistical significance of these parameters in the assessment of HS 

Parameter 
Mean value and SD in 

patients with CHC 
Mean value and SD in patients 

with CHC and steatosis 
Mean value and SD in patients 

with CHC without steatosis 

*Statistical 
significance 

p-value 
ESR [mm/1 h] 8.3±2.82 10.14±2.68 6.95±2.09 0.0024 

CRP [mg/dL] 0.56±0.24 0.65±0.29 0.49±0.17 0.05 

α2-Globulins [%] 10±2.34 11.64±1.49 8.79±2.12 0.0001 

γ-Globulins [g/dL] 1.63±0.36 1.66±0.35 1.6±0.37 0.51 

γ-Globulins [%] 23.52±4.52 % 25.59±4.77 23.46±4.46 0.41 

IgG [IU/mL] 360.73±203.35 432.36±295.45 307±187.57 0.52 

IgM [IU/mL] 230.64±111.11 234±125.28 228.16±102.94 0.96 

IgA [IU/mL] 230.64±87.31 241.14±120.95 195.26±45.16 0.21 

CHC: Chronic hepatitis C; CRP: C-reactive protein; ESR: Erythrocyte sedimentation rate; HS: Hepatic steatosis; IgA: Immunoglobulin A; IgG: 
Immunoglobulin G; IgM: Immunoglobulin M; SD: Standard deviation. *The statistical significance of the comparison of the mean values recorded 
in the patients with CHC and steatosis versus the patients with CHC without steatosis. 

 
The pathological study 

The pathological study on the liver fragments obtained 
from the patients with CHC, in addition to identification 
of HS, analyzed and quantified the scores of necro-
inflammatory and fibrotic processes encountered in these 
patients, using the Ishak score. The assessment of necro-
inflammatory and fibrotic processes indicated specific 
aspects. HS revealed on the bioptic liver fragments had  
a macrovesicular appearance and was periportal located, 
with the presence of interface hepatocytes with vacuolated 
cytoplasm, which contains large vacuoles that pushed  
the nucleus to the periphery. The appearance of steatosis 
was frequently associated with moderate/severe portal 
inflammatory activity, with chronic inflammatory elements 
with lymphoid disposition, with moderate/severe interface 
hepatitis and/or variable portal and septal fibrosis (Figure 1, 
A–D). 

The analysis of histopathological aspects encountered 
in patients with CHC highlighted the following features 
related to necroinflammatory activity and the process of 

liver fibrosis. Thus, in patients studied with CHC, the 
histological activity index (HAI) showed an average value 
of 7.93±2.46 while the score of hepatic fibrosis (degree 
of fibrosis) showed a value of 2.63±1.45 (Table 6). 

Research on hepatic necroinflammatory activity in 
the two groups of patients with CHC revealed a number 
of differences. Thus, in patients with CHC and HS the 
mean value of HAI was higher (8.28±3.04) than in patients 
with CHC without HS (7.68±1.97). It was also observed 
that patients with CHC and HS had mild liver activity in 
35.71% of patients, moderate in 28.57% of patients and 
severe in 28.57% of patients. Patients with CHC without 
HS had aspects of chronic hepatitis: mild in 26.31% of 
patients, moderate in 68.42% of patients and severe in 
5.26% of patients. In conclusion, patients with CHC and 
HS had an almost equal incidence of the three histo-
pathological types of chronic hepatitis, while patients with 
CHC without HS had moderate liver activity in most cases 
(68.2%). The independent study of the four parameters 
that make up HAI showed higher average values, but not 
statistically significant, of the scores of these parameters in 
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patients with steatosis compared to the group of patients 
without steatosis. Thus, the mean values of the scores of 
the four parameters in patients with steatosis and those 
without steatosis were 2.21±0.63 vs 2.14±1.02 for peri-
portal and periseptal necrosis, 1.18±1.05 vs 0.94±0.81  
for confluent necrosis (bridging necrosis), 1.92±0.99 vs 
1.47±0.69 for focal/intralobular necrosis and 3.15±0.6 vs 
3±0.67 for portal inflammation. Regarding the analysis 
of the fibrotic process, the fibrosis score showed a 
statistically significant average value (p=0.05) higher in 
patients with steatosis (3.15±1.65) compared to the group 
of patients without steatosis (2.12±1.25). The patients 

with CHC and HS presented mild liver fibrosis in 28.57% 
of cases, moderate in 14.28% of cases, severe in 35.71% 
of patients and very severe (liver cirrhosis) in 14.28% of 
patients. The patients with CHC without HS had mild 
fibrosis in 26.31% of cases, moderate in 31.57% of cases, 
severe in 31.57% and very severe in 10.52% of cases. The 
analysis of the severity of the fibrotic process in the two 
groups of patients with CHC showed some differences 
regarding the degree of liver fibrosis. Thus, the patients 
with CHC and HS presented in most cases severe and 
very severe fibrosis, while the patients with CHC without 
HS presented moderate and severe hepatic fibrosis. 

 
Figure 1 – Hepatic steatosis in patients with chronic hepatitis C: (A) Periportal macrovesicular steatosis associated with 
moderate/severe portal follicular inflammation (3), moderate interface hepatitis (3); (B) Macrovesicular steatosis associated 
with moderate/severe lymphocytic follicular inflammation (3), moderate/severe interface hepatitis (3), portal and septal 
fibrosis (F3); (C) Periportal macrovesicular steatosis associated with moderate lymphocytic follicular inflammation (2), 
moderate interface hepatitis (2), portal and septal fibrosis (F3); (D) Periportal steatosis associated with moderate follicular 
lymphocytic inflammation, with moderate interface hepatitis (2) and mild lobular hepatitis (1), and septal fibrosis (F3) 
(Professor Cristiana Eugenia Simionescu collection). Hematoxylin–Eosin (HE) staining: (A and B) ×100. van Gieson 
staining: (C) ×100; (D) ×200. 

Table 6 – Mean values of the scores of necroinflammatory and fibrotic processes found in patients with CHC and the 
statistical significance of each histological parameter, depending on the presence and absence of HS 

Histological 
parameter/score 

Mean values and SD  
in patients with CHC 

Mean values and SD in 
patients with CHC with 

steatosis 

Mean values and SD in 
patients with CHC without 

steatosis 

*Statistical 
significance 

p-value 

HAI 7.93±2.46 8.28±3.04 7.68±1.97 0.53 

Periportal necrosis 2.18±0.8 2.21±0.63 2.14±1.02 0.86 

Confluent necrosis 1.06±0.93 1.18±1.05 0.94±0.81 0.76 

Focal/intralobular necrosis 1.66±0.85 1.92±0.99 1.47±0.69 0.18 

Portal inflammation 3.09±0.63 3.15±0.6 3±0.67 0.3 

Score of liver fibrosis 2.63±1.45 3.15±1.65 2.12±1.25 0.05 

CHC: Chronic hepatitis C; HAI: Histology activity index; HS: Hepatic steatosis; SD: Standard deviation. *The statistical significance of the 
comparison of the mean values recorded in the patients with CHC and steatosis versus the patients with CHC without steatosis. 
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 Discussions 
The appearance of steatosis in patients with CHC is the 

result of a complex interaction between the particularities 
of the host and viral factors [18]. 

The risk factors of the host 

The main risk factors of the host, which contributed to 
the appearance of HS were age, sex, body weight, BMI, 
and personal pathological history. In patients with CHC, in 
whom insulin resistance plays an important role, HS may 
be due to high BMI, obesity, hyperlipidemia, metabolic 
syndrome, and diabetes mellitus [19]. In the CHC studied 
patients, the mean age of those with HS was significantly 
higher than the mean age of patients without HS. The 
importance of age in HS’s occurrence was documented in 
an Iranian study that showed lower age values of patients 
with CHC and HS compared to the values found in our study 
[20]. In the CHC studied patients, HS was present especially 
in men (71.42% vs 28.57% women). The occurrence of 
HS, especially in men, was also highlighted in the study 
conducted by Asselah et al. on a group of 290 patients 
with CHC [21]. In CHC studied patients, the mean body 
weight and BMI were statistically significantly higher in 
patients with HS than those without HS. The importance 
of body weight in the determination of steatosis has been 
studied by Hickman et al., who suggested that weight 
loss in patients with CHC is associated with both a 
reduction in steatosis and a reduction in fibrosis, despite 
the persistence of the virus [22]. Another important 
anthropometric parameter that was correlated with the 
appearance of HS was the AC. Patients with CHC who 
had HS had a significantly higher mean value of the AC 
than the one in the patients who did not develop HS. 
Numerous authors have demonstrated the importance of 
abdominal obesity in the occurrence of steatosis, being 
an independent risk factor for the occurrence of steatosis 
in patients with CHC [23]. In the CHC studied patients, 
the incidence of hypertension was 33.33%, which was 
more common in the patients with HS compared to the 
patients without HS. The presence of high values of the 
blood pressure in Taiwanese patients with CHC and HS 
was correlated with the presence of liver fibrosis in the 
univariate analysis, but not in the multivariate one [24]. 
The incidence of diabetes mellitus in the studied patients 
was 21.21%, which was more common in patients with 
CHC and HS, than patients with CHC without HS. Kralj 
et al. have shown that HS’s occurrence in patients with 
CHC involves both insulin resistance caused by the direct 
action of the virus and insulin resistance caused by abnormal 
lipid metabolism of the host [25]. Dyslipidemia, encountered 
in the personal history of 69.69% of patients with CHC, was 
more common in patients with CHC who had HS compared 
with patients without HS. The role of dyslipidemia in the 
determination of HS in patients with CHC genotype 1 was 
studied by Valkov et al. who demonstrated that plasma 
TG levels in patients with CHC genotype 1 correlated with 
the presence of steatosis, and in the presence of HS, the 
ratio of TG/low-density lipoprotein (LDL)–cholesterol 
above 0.52 is a potential marker for liver cirrhosis [26]. 
In the CHC studied patients, the incidence of the metabolic 
syndrome was 36.36%, its incidence was significantly higher 

in patients with HS than patients without HS. The results 
of a Brazilian study showed a lower incidence (21.6%) of 
the metabolic syndrome in patients with CHC infected with 
genotype 1. The presence of metabolic syndrome was 
significantly associated with the co-existence of hypertension, 
insulin resistance, abdominal obesity and overweight [27]. 
The overweight was found predominantly in patients with 
HS (71.24%), compared to patients without HS (21.05%). 
The role of overweight or obesity in the occurrence of HS 
was analyzed in an American study, which showed that 
obesity is an independent risk factor for the occurrence of 
HS, which in turn increases the activity and progression 
of chronic hepatitis and is independently associated with 
stages III/IV fibrosis [23]. 

The virus-related factors 

In CHC studied patients, viremia had a statistically 
significantly higher mean value (p=0.001) in the group  
in which the liver biopsy puncture showed HS, compared 
to the mean value of viremia in the group in which the 
puncture of liver biopsy did not demonstrate HS. Genotype 1 
was found in the majority (92.85%) of patients with HS 
and without HS (94.73%), while genotype 2 was present 
in one (7.15%) patient with HS and in one (5.27%) without 
HS. The results of an Iranian study of 80 patients with 
CHC showed that only for HCV genotype 3 was there a 
correlation between the value of viremia and the severity 
of steatosis, while for genotype 1 this correlation was no 
longer valid [28]. Patel & Harrison also stated that in 
patients infected with HCV genotype 1, no correlation 
was found between the degree of steatosis and viral load, 
and that the sustained virological response (SVR) was not 
accompanied by an improvement in steatosis induced by 
HCV infection. Our study’s different conclusion from the 
other studies probably comes from the relatively small 
number of patients in our group [29]. 

The hematological and metabolic constants 

Analyzing the mean values of the metabolic and 
hematological constants, the following differences between 
the behavior of the constants were highlighted in patients 
who presented with HS, compared to those who did not 
develop HS. The mean Hb value in patients with HS was 
insignificantly higher compared to patients without HS. 
The Iranian study of 115 patients with CHC, of whom 68 
(58.2%) patients associated HS, showed a slightly higher 
mean value (p>0.05) of Hb in patients with HS compared 
to patients without HS (14.63±2.18 g/dL vs 14.02±250 g/dL) 
[20]. Regarding the number of WBC, the patients with CHC 
and HS did not register statistically significant differences. 
In these patients, the average value of the number of WBC 
is slightly higher than that reported in the patients with CHC 
without HS. The same WBC count behavior was recently 
described in a study of a group of 197 Thai patients with 
previously untreated CHC, with the mean WBC being 
slightly higher (6530/mm3) in patients with HS compared 
with patients without HS (6110/mm3). This study showed 
an incidence of steatosis of 26.9% among patients with 
CHC and an association of steatosis with host metabolic 
factors, especially obesity and diabetes [30]. The mean 
PLT in patients with CHC and HS was insignificantly 
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lower than the mean in patients with CHC without HS. In 
a study by Sirinawasatien & Techasirioangkun, the mean 
PLT of patients with HS was higher than the group of patients 
without HS (176.49±61.99×109/L vs 169.75±79.57×109/L) 
[30]. The behavior of metabolic parameters was different 
in patients with CHC, depending on the presence or absence 
of HS, in the case of glycemia and similarly in the case 
of cholesterol and TG. Blood glucose was statistically 
higher in patients with steatosis than in patients without 
steatosis. Statistically significant differences in mean 
blood glucose values in patients with CHC with HS 
(106.4±37.1 mg/dL) compared with those in patients with 
CHC without HS (89.7±17.8 mg/dL) were reported and in 
other clinical trials [31]. Over time, HS has been frequently 
reported in patients with CHC, and its occurrence has 
been correlated with the presence of insulin resistance 
and type 2 diabetes, the severity of the disease and a poor 
response to antiviral therapy. The chronic infection with 
HCV genotype 1 and 2 associate irreversible metabolic 
steatosis with antiviral therapy. However, steatosis may be 
partly an indirect consequence of viral infection, as HCV 
induces a metabolic disorder capable of insulin resistance 
[32]. In the Bugianesi et al. study of a group of 264 patients 
with CHC, half of whom (50%) had HS, insulin resistance 
in both the liver with metabolic steatosis and the liver 
with viral steatosis was an independent factor for fibrosis 
advanced. In contrast, only metabolic steatosis contributes 
to liver fibrosis, such that in the patients with HCV 
genotype 3 infection, insulin resistance does not directly 
promote necroinflammation and liver fibrogenesis [33]. 
The components of lipid metabolism did not register 
statistically significant differences, depending on the 
presence or absence of steatosis, the average values of 
TG and cholesterol being slightly increased in the group 
of patients with steatosis. Similar behavior of TG was 
found in a study of 401 African–American patients known 
to have CHC, of which 253 (63%) patients developed HS 
[31]. Also, in a study on 112 Bulgarian patients with CHC, 
of which 75 (66.96%) patients had HS, the mean serum 
cholesterol was higher in patients with HS than the group 
of patients without HS [26]. 

The biochemical constants 

Regarding the analysis of hepatic functions (biochemical 
study), the study concluded that only the plasma activity 
of hepatic cholestasis enzymes was correlated with the 
presence of HS in patients with CHC studied. The mean 
values of TB as well as the levels of serum activities of 
GGT, ALP, ALT and AST were higher in the group of 
patients with steatosis compared to the average values of 
these parameters in the group of patients without steatosis. 
Similar behavior of liver tests was observed in the Japanese 
study performed on 282 patients with CHC which aimed 
to assess the relationship between HS and long-term 
progression of hepatitis C. Out of the total number of 
patients, 170 (60.28%) cases associated with HS, and the 
mean values of TB, GGT, ALP, ALT and AST in these 
patients were higher than the mean values in patients 
without HS [34]. Elevated liver enzymes in patients with 
CHC and steatosis compared to the group of patients 
without steatosis were also highlighted by the Egyptian 

study led by Ahmed et al., which included 92 patients 
with CHC of which 50 (54.34%) patients associated with 
steatosis. The univariate analysis of the study showed  
no association between the presence of steatosis and 
elevated levels of cytolysis enzymes or elevated liver 
necroinflammation scores. In contrast, multivariate analysis 
has shown that the main predictor of steatosis in patients 
with CHC is insulin resistance [35]. The hepatic insufficiency 
syndrome parameters’ behavior differed depending on 
the presence or absence of HS, but the average values of 
these parameters did not register statistically significant 
differences. The aforementioned Japanese study, performed 
on 282 patients diagnosed with chronic hepatitis or liver 
cirrhosis, showed that before the start of antiviral treatment 
there were no statistical differences between the group of 
patients with steatosis and those without steatosis, in terms 
of average values of total protein, albumin and IP [34]. 

The systemic inflammation’s constants 

Analyzing the mean values of the constants that 
assessed systemic inflammation, a different behavior of 
these parameters was recorded in patients with CHC, 
depending on the presence or absence of HS. Thus, patients 
with CHC and HS had significantly higher mean values 
of ESR, CRP and α2-globulin than the values of these 
constants in patients without steatosis. Popović-Dragonjic’s 
study of 45 patients with CHC, 23 of whom had HS, 
showed that high-sensitivity (hs) CRP can be considered 
a predictor of CHC progression. Thus, patients with CHC 
showed a higher mean value of hsCRP than patients without 
CHC, and patients with CHC and HS had a higher average 
value of this parameter, than those with CHC without HS 
[36]. The analysis of the average values of the immunological 
parameters revealed a different behavior of these parameters 
in the patients with CHC, depending on HS’s presence or 
absence. A study by Czaja et al. showed that patients with 
chronic hepatitis and HS had lower serum γ-globulins 
(p=0.01) and IgG (p=0.05) levels compared to patients 
without steatosis, as well as a lower frequency of antinuclear 
antibodies (p=0.01), showing that steatosis in CHC is mainly 
the effect of viral infection, and host metabolic factors may 
potentiate this manifestation. The same author concluded 
that the storage of TG in the hepatocytes is not associated 
with the immune response, and this cannot be considered 
a distinct pathogenic mechanism in the production of 
steatosis [37]. 

The pathological constants 

Currently, in CHC, liver biopsy is known to be the “gold 
standard” in assessing the degree of necroinflammation 
and the stage of fibrosis, which subsequently helps us to 
choose the treatment and assess the prognosis of the 
disease [38]. The Ishak score was a complex semiquantitative 
histological score, which we used in other clinical trials 
to fully evaluate both liver necroinflammatory activity 
and the degree of liver fibrosis [39]. HS, with lipid 
accumulation above 5% of the total cells, contribute to 
the altered cytoarchitectonics [40]. The histopathological 
aspects of HS encountered in the studied patients with CHC 
were similar to those previously described by other authors 
[9]. The research of the hepatic necroinflammatory activity 
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in the two groups of patients with CHC revealed several 
differences. Patients with CHC and HS had higher mean 
values of necroinflammatory component scores than patients 
with CHC without HS. The correlations between steatosis, 
necroinflammatory activity and fibrosis were shown by 
other authors [41]. In a study performed by Wyatt et al. 
on 233 biopsies sampled from patients with CHC, HS 
could be seen in 117 (50.2%) patients. In these patients, 
the univariate analysis showed a statistically significant 
association of steatosis with age (p<0.0001) and with two 
of the histopathological components of the HAI score, 
namely with portal inflammation (p=0.001) and interface 
hepatitis (p=0.005), but without the association of lobular 
activity (p=0.374) [42]. Other authors, who have shown 
that HS is associated with hepatic inflammatory activity, 
have also pointed out that steatosis may contribute to hepatic 
fibrosis’s accelerated progression [43]. Regarding the 
process of hepatic fibrosis, patients with CHC with HS 
had an average score of fibrosis significantly higher 
(p=0.055) than the one found in the patients with CHC 
without HS. The histological study of the liver fragments 
obtained from the patients with CHC and HS revealed the 
presence of septal and periportal fibrosis, similar to the 
disposition of fibrosis found in patients with non-alcoholic 
steatofibrosis, in which the role of metabolic factors in 
the occurrence of fibrosis is significant. Multiple other 
studies on liver biopsy fragments sampled from patients 
with CHC have shown that moderate or severe HS has 
been correlated with the degree of liver fibrosis. Thus, in 
patients infected with HCV genotype 3, in whom HS is 
mainly due to viral multiplication, moderate and severe 
steatosis was associated with hepatic fibrosis [44]. In a 
multi-year clinical study focusing on liver biopsies obtained 
over time, it was reconfirmed that the progression of 
steatosis was the only factor independently associated 
with the evolution of liver fibrosis [45]. Other researchers 
have shown that advanced steatosis is associated with 
worsening fibrosis, suggesting a possible role for steatosis 
in the progression of liver disease in patients with chronic 
hepatitis, and steatosis control measures may play an 
important role in stopping the progression of chronic 
liver disease [46]. Wyatt et al. study of 233 biopsies 
collected from patients with CHC, in which HS could be 
seen in 117 (50.2%) patients and liver fibrosis was found 
in 148 (63.5%) patients a statistically significant association 
(p<0.01) between steatosis score and degree of fibrosis. 
This association was even stronger after excluding patients 
with liver cirrhosis (p<0.0001) [42]. Finally, there are 
authors who have mentioned that in patients with HCC, 
the clinical significance of HS involves an association 
between liver fibrosis and an unsatisfactory response to 
combination antiviral therapy with Pegylated Interferon 
(PEG–IFN) and Ribavirin [19]. 

 Conclusions 
HS is a common finding in patients with chronic 

infection with HCV genotypes 1 and 2. Host metabolic 
factors, such as obesity and diabetes, were the major 
etiological factors for HS in patients with CHC. The 
pathogenic mechanism involved in steatosis in these 
patients with CHC appears to be a non-immune inflammatory 

mechanism. Early detection of HS by invasive or non-
invasive methods is an important objective of monitoring 
patients with CHC, because HS is correlated with a high 
degree of fibrosis. In these patients, early correction of 
metabolic factors and early introduction of antiviral therapy 
are essential targets for treating patients with CHC. 

Conflict of interests 
The authors declare that they have no conflict of 

interests. 

Acknowledgments 
Ionelia Sorina Stan and Ana-Maria Petrescu equally 

contributed to the manuscript. 

References 
[1] European Association for the Study of the Liver; Clinical 

Practice Guidelines Panel: Chair; EASL Governing Board 
representative; Panel Members. EASL recommendations on 
treatment of hepatitis C: final update of the series. J Hepatol, 
2020, 73(5):1170–1218. https://doi.org/10.1016/j.jhep.2020. 
08.018  PMID: 32956768 

[2] Brunt EM. Nonalcoholic steatohepatitis: definition and pathology. 
Semin Liver Dis, 2001, 21(1):3–16. https://doi.org/10.1055/s-
2001-12925  PMID: 11296695 

[3] Irimia E, Mogoantă L, Predescu IO, Efrem IC, Stănescu C, 
Streba LAM, Georgescu AM. Liver steatosis associated with 
chronic hepatitis C. Rom J Morphol Embryol, 2014, 55(2): 
351–356. PMID: 24969985 

[4] Adinolfi LE, Gambardella M, Andreana A, Tripodi MF, Utili R, 
Ruggiero G. Steatosis accelerates the progression of liver 
damage of chronic hepatitis C patients and correlates with 
specific HCV genotype and visceral obesity. Hepatology, 2001, 
33(6):1358–1364. https://doi.org/10.1053/jhep.2001.24432  PMID: 
11391523 

[5] Hourigan LF, MacDonald GA, Purdie D, Whitehall VH, Short-
house C, Clouston A, Powell EE. Fibrosis in chronic hepatitis 
C correlates significantly with body mass index and steatosis. 
Hepatology, 1999, 29(4):1215–1219. https://doi.org/10.1002/ 
hep.510290401  PMID: 10094967 

[6] Monto A, Alonzo J, Watson JJ, Grunfeld C, Wright TL. Steatosis 
in chronic hepatitis C: relative contributions of obesity, diabetes 
mellitus, and alcohol. Hepatology, 2002, 36(3):729–736. https:// 
doi.org/10.1053/jhep.2002.35064  PMID: 12198667 

[7] Mihm S, Fayyazi A, Hartmann H, Ramadori G. Analysis of 
histopathological manifestations of chronic hepatitis C virus 
infection with respect to virus genotype. Hepatology, 1997, 
25(3):735–739. https://doi.org/10.1002/hep.510250340  PMID: 
9049227 

[8] Asselah T, Rubbia-Brandt L, Marcellin P, Negro F. Steatosis 
in chronic hepatitis C: why does it really matter? Gut, 2006, 
55(1):123–130. https://doi.org/10.1136/gut.2005.069757  PMID: 
16344578  PMCID: PMC1856395 

[9] Yoon EJ, Hu KQ. Hepatitis C virus (HCV) infection and hepatic 
steatosis. Int J Med Sci, 2006, 3(2):53–56. https://doi.org/10. 
7150/ijms.3.53  PMID: 16614743  PMCID: PMC1415843 

[10] Mazhar SM, Shiehmorteza M, Sirlin CB. Noninvasive assess-
ment of hepatic steatosis. Clin Gastroenterol Hepatol, 2009, 
7(2):135–140. https://doi.org/10.1016/j.cgh.2008.11.023  PMID: 
19118644  PMCID: PMC6658187 

[11] Zaitoun AM, Al Mardini H, Awad S, Ukabam S, Makadisi S, 
Record CO. Quantitative assessment of fibrosis and steatosis 
in liver biopsies from patients with chronic hepatitis C. J Clin 
Pathol, 2001, 54(6):461–465. https://doi.org/10.1136/jcp.54.6. 
461  PMID: 11376020  PMCID: PMC1731453 

[12] Poynard T, Bedossa P, Opolon P. Natural history of liver fibrosis 
progression in patients with chronic hepatitis C. The OBSVIRC, 
METAVIR, CLINIVIR, and DOSVIRC groups. Lancet, 1997, 
349(9055):825–832. https://doi.org/10.1016/s0140-6736(96) 
07642-8  PMID: 9121257 

[13] Wanless IR, Lentz JS. Fatty liver hepatitis (steatohepatitis) 
and obesity: an autopsy study with analysis of risk factors. 
Hepatology, 1990, 12(5):1106–1110. https://doi.org/10.1002/ 
hep.1840120505  PMID: 2227807 



Ionelia Sorina Stan et al. 

 

774 

[14] García-Monzón C, Martín-Pérez E, Iacono OL, Fernández-
Bermejo M, Majano PL, Apolinario A, Larrañaga E, Moreno-
Otero R. Characterization of pathogenic and prognostic factors 
of nonalcoholic steatohepatitis associated with obesity. J Hepatol, 
2000, 33(5):716–724. https://doi.org/10.1016/s0168-8278(00) 
80301-3  PMID: 11097478 

[15] Braillon A, Capron JP, Hervé MA, Degott C, Quenum C. Liver 
in obesity. Gut, 1985, 26(2):133–139. https://doi.org/10.1136/ 
gut.26.2.133  PMID: 3967830  PMCID: PMC1432435 

[16] Angulo P, Keach JC, Batts KP, Lindor KD. Independent 
predictors of liver fibrosis in patients with nonalcoholic steato-
hepatitis. Hepatology, 1999, 30(6):1356–1362. https://doi.org/ 
10.1002/hep.510300604  PMID: 10573511 

[17] Ishak K, Baptista A, Bianchi L, Callea F, De Groote J, Gudat F, 
Denk H, Desmet V, Korb G, MacSween RNM, Phillips MJ, 
Portmann BG, Poulsen H, Scheuer PJ, Schmid M, Thaler H. 
Histological grading and staging of chronic hepatitis. J Hepatol, 
1995, 22(6):696–699. https://doi.org/10.1016/0168-8278(95) 
80226-6  PMID: 7560864 

[18] Fierbinţeanu-Braticevici C, Mohora M, Tribus L, Petrişor A, 
Creţoiu SM, Creţoiu D, Usvat R, Ioniţă RL. Hepatocyte steatosis 
in patients infected with genotype 1 hepatitis C virus. Rom J 
Morphol Embryol, 2010, 51(2):235–242. PMID: 20495737 

[19] Ghenea AE, Ungureanu AM, Turculeanu A, Popescu M, 
Carsote M, Ţieranu ML, Ţieranu EN, Vasile CM, Cioboată R, 
Udriştoiu AL, Alexandru DO, Sălan AI, Drocaş AI. Predictors 
of early and sustained virological response of viral hepatitis C. 
Rom J Morphol Embryol, 2020, 61(4):1185–1192. https://doi. 
org/10.47162/RJME.61.4.20  PMID: 34171067  PMCID: PMC 
8343650 

[20] Poortahmasebi V, Emami Aleagha MS, Amiri M, Qorbani M, 
Farahmand M, Asayesh H, Alavian SM. Prevalence of hepatic 
steatosis and associated factors in Iranian patients with chronic 
hepatitis C. Med J Islam Repub Iran, 2016, 30:322. PMID: 
27390692  PMCID: PMC4898852 

[21] Asselah T, Boyer N, Guimont MC, Cazals-Hatem D, Tubach F, 
Nahon K, Daïkha H, Vidaud D, Martinot M, Vidaud M, Degott C, 
Valla D, Marcellin P. Liver fibrosis is not associated with 
steatosis but with necroinflammation in French patients with 
chronic hepatitis C. Gut, 2003, 52(11):1638–1643. https:// 
doi.org/10.1136/gut.52.11.1638  PMID: 14570735  PMCID: 
PMC1773870 

[22] Hickman IJ, Clouston AD, MacDonald GA, Purdie DM, Prins JB, 
Ash S, Jonsson JR, Powell EE. Effect of weight reduction on 
liver histology and biochemistry in patients with chronic hepatitis 
C. Gut, 2002, 51(1):89–94. https://doi.org/10.1136/gut.51.1. 
89  PMID: 12077098  PMCID: PMC1773265 

[23] Hu KQ, Kyulo NL, Esrailian E, Thompson K, Chase R, 
Hillebrand DJ, Runyon BA. Overweight and obesity, hepatic 
steatosis, and progression of chronic hepatitis C: a retrospective 
study on a large cohort of patients in the United States. J Hepatol, 
2004, 40(1):147–154. https://doi.org/10.1016/s0168-8278(03) 
00479-3  PMID: 14672626 

[24] Hsieh MH, Lee LP, Hsieh MY, Tsai KB, Huang JF, Hou NJ, 
Chen SC, Lin ZY, Hsieh MY, Wang LY, Dai CY, Chuang WL, 
Yu ML. Hepatic steatosis and fibrosis in chronic hepatitis C 
in Taiwan. Jpn J Infect Dis, 2007, 60(6):377–381. PMID: 
18032828 

[25] Kralj D, Virović Jukić L, Stojsavljević S, Duvnjak M, Smolić M, 
Čurčić IB. Hepatitis C virus, insulin resistance, and steatosis. 
J Clin Transl Hepatol, 2016, 4(1):66–75. https://doi.org/10. 
14218/JCTH.2015.00051  PMID: 27047774  PMCID: PMC4807145 

[26] Valkov I, Ivanova R, Alexiev A, Antonov K, Mateva L. 
Association of serum lipids with hepatic steatosis, stage of 
liver fibrosis and viral load in chronic hepatitis C. J Clin Diagn 
Res, 2017, 11(8):OC15–OC20. https://doi.org/10.7860/JCDR/ 
2017/28609.10459  PMID 28969178  PMCID: PMC5620819 

[27] Oliveira LPM, de Jesus RP, Boulhosa RSSB, Mendes CMC, 
Lyra AC, Lyra LGC. Metabolic syndrome in patients with chronic 
hepatitis C virus genotype 1 infection who do not have obesity 
or type 2 diabetes. Clinics (Sao Paulo), 2012, 67(3):219–223. 
https://doi.org/10.6061/clinics/2012(03)03  PMID: 22473401  
PMCID: PMC3297029 

[28] Minakari M, Sameni FK, Shalmani HM, Molaee M, Zali MR. 
Hepatic steatosis in Iranian patients with chronic hepatitis C. 
Med Princ Pract, 2008, 17(2):126–130. https://doi.org/10.1159/ 
000112966  PMID: 18287796 

[29] Patel A, Harrison SA. Hepatitis C virus infection and nonalcoholic 
steatohepatitis. Gastroenterol Hepatol (N Y), 2012, 8(5):305–
312. PMID: 22933860  PMCID: PMC3424424 

[30] Sirinawasatien A, Techasirioangkun T. The prevalence and 
determinants of hepatic steatosis assessed by controlled 
attenuation parameter in Thai chronic hepatitis C patients. 
Gastroenterol Res Pract, 2020, 2020:8814135. https://doi.org/ 
10.1155/2020/8814135  PMID: 33204256  PMCID: PMC7655258 

[31] Conjeevaram HS, Kleiner DE, Everhart JE, Hoofnagle JH, 
Zacks S, Afdhal NH, Wahed AS; Virahep-C Study Group. Race, 
insulin resistance and hepatic steatosis in chronic hepatitis C. 
Hepatology, 2007, 45(1):80–87. https://doi.org/10.1002/hep. 
21455  PMID: 17187406 

[32] Machado MV, Cortez-Pinto H. Insulin resistance and steatosis 
in chronic hepatitis C. Ann Hepatol, 2009, 8(Suppl 1):S67–S75. 
PMID: 19381127 

[33] Bugianesi E, Marchesini G, Gentilcore E, Cua IHY, Vanni E, 
Rizzetto M, George J. Fibrosis in genotype 3 chronic hepatitis 
C and nonalcoholic fatty liver disease: role of insulin resistance 
and hepatic steatosis. Hepatology, 2006, 44(6):1648–1655. 
https://doi.org/10.1002/hep.21429  PMID: 17133473 

[34] Nirei K, Matsumura H, Kumakawa M, Matsumoto N, Naka-
mura H, Yamagami H, Matsuoka S, Moriyama M. Steatosis 
influences the clinical profiles and long-term outcomes of 
interferon-treated chronic hepatitis C and liver cirrhosis 
patients. Int J Med Sci, 2017, 14(1):45–52. https://doi.org/10. 
7150/ijms.17202  PMID: 28138308  PMCID: PMC5278658 

[35] Ahmed AM, Hassan MS, Abd-Elsayed A, Hassan H, Hasanain AF, 
Helmy A. Insulin resistance, steatosis, and fibrosis in Egyptian 
patients with chronic hepatitis C virus infection. Saudi J 
Gastroenterol, 2011, 17(4):245–251. https://doi.org/10.4103/ 
1319-3767.82578  PMID: 21727730  PMCID: PMC3133981 

[36] Popović-Dragonjić L, Jovanović M, Vrbić M, Konstantinović L, 
Kostić V, Dragonjić I. High sensitivity C-reactive protein as 
prediction factor of disease progression in patients with chronic 
hepatitis C and mild liver steatosis. Acta Medica Medianae, 
2010, 49(3):14–18. https://publisher.medfak.ni.ac.rs/AMM_1/ 
amm-stari/2010-html/3-broj/Lidija%20Popovic%20Dragonjic-
abs.htm 

[37] Czaja AJ, Carpenter HA, Santrach PJ, Moore SB. Host- and 
disease-specific factors affecting steatosis in chronic hepatitis 
C. J Hepatol, 1998, 29(2):198–206. https://doi.org/10.1016/s 
0168-8278(98)80004-4  PMID: 9722200 

[38] Dhingra S, Ward SC, Thung SN. Liver pathology of hepatitis C, 
beyond grading and staging of the disease. World J Gastro-
enterol, 2016, 22(4):1357–1366. https://doi.org/10.3748/wjg. 
v22.i4.1357  PMID: 26819505  PMCID: PMC4721971 

[39] Biciuşcă V, Popescu M, Petrescu IO, Stan IS, Durand P, 
Petrescu M, Velea R, Traşcă DM, Popescu IAS, Udriştoiu I, 
Mărginean CM, Tudoraşcu DR, Petrescu F. Hepatic pathological 
features in naïve patients with chronic hepatitis C who have 
developed thyroid disorder. Rom J Morphol Embryol, 2020, 
61(4):1085–1097. https://doi.org/10.47162/RJME.61.4.11  PMID: 
34171058  PMCID: PMC8343494 

[40] Oancea CN, Butaru AE, Streba CT, Pirici D, Rogoveanu I, 
Diculescu MM, Gheonea DI. Global hepatitis C elimination: 
history, evolution, revolutionary changes and barriers to 
overcome. Rom J Morphol Embryol, 2020, 61(3):643–653. 
https://doi.org/10.47162/RJME.61.3.02  PMID: 33817705  PMCID: 
PMC8112794 

[41] Popescu M, Popescu IAS, Stanciu M, Cazacu SM, Ianoşi NG, 
Comănescu MV, Singer CE, Neagoe CD. Non-alcoholic fatty 
liver disease – clinical and histopathological aspects. Rom J 
Morphol Embryol, 2016, 57(4):1295–1302. PMID: 28174796 

[42] Wyatt J, Baker H, Prasad P, Gong YY, Millson C. Steatosis 
and fibrosis in patients with chronic hepatitis C. J Clin Pathol, 
2004, 57(4):402–406. https://doi.org/10.1136/jcp.2003.0093 
57  PMID: 15047745  PMCID: PMC1770262 

[43] Leandro G, Mangia A, Hui J, Fabris P, Rubbia-Brandt L, 
Colloredo G, Adinolfi LE, Asselah T, Jonsson JR, Smedile A, 
Terrault N, Pazienza V, Giordani MT, Giostra E, Sonzogni A, 
Ruggiero G, Marcellin P, Powell EE, George J, Negro F; HCV 
Meta-Analysis (on) Individual Patients’ Data Study Group. 
Relationship between steatosis, inflammation, and fibrosis in 
chronic hepatitis C: a meta-analysis of individual patient data. 
Gastroenterology, 2006, 130(6):1636–1642. https://doi.org/10. 
1053/j.gastro.2006.03.014  PMID: 16697727 



Diagnostic and prognostic significance of hepatic steatosis in patients with chronic hepatitis C 

 

775 

[44] Rubbia-Brandt L, Leandro G, Spahr L, Giostra E, Quadri R, 
Malé PJ, Negro F. Liver steatosis in chronic hepatitis C: a 
morphological sign suggesting infection with HCV genotype 3. 
Histopathology, 2001, 39(2):119–124. https://doi.org/10.1046/ 
j.1365-2559.2001.01208.x  PMID: 11493327 

[45] Castéra L, Hézode C, Roudot-Thoraval F, Bastie A, Zafrani ES, 
Pawlotsky JM, Dhumeaux D. Worsening of steatosis is an 
independent factor of fibrosis progression in untreated patients 

with chronic hepatitis C and paired liver biopsies. Gut, 2003, 
52(2):288–292. https://doi.org/10.1136/gut.52.2.288  PMID: 
12524415  PMCID: PMC1774979 

[46] Shaikh S, Sadik M, Hussain BG. Frequency of steatosis and 
its relation with the grade of fibrosis in patients with hepatitis C. 
Pak J Med Sci, 2009, 25(2):283–288. https://www.pjms.com. 
pk/issues/aprjun109/article/article24.html 

 

 
 
 
 
 
 
Corresponding authors 
Viorel Biciuşcă, Associate Professor, MD, PhD, Department of Internal Medicine, Faculty of Medicine, University of 
Medicine and Pharmacy of Craiova, 2 Petru Rareş Street, 200349 Craiova, Romania; Phone +40721–201 388, e-mail: 
biciuscaviorel@gmail.com 

Ionelia Sorina Stan, MD, PhD Student, Doctoral School, University of Medicine and Pharmacy of Craiova, 2 Petru Rareş 
Street, 200349 Craiova, Romania; Resident Physician, Department of Internal Medicine, Emergency County Hospital, 
1 Tabaci Street, 200642 Craiova, Romania; Phone +40762–902 275, e-mail: sorina_minea@icloud.com 
 
 
 
 
 
 
Received: September 20, 2021 

Accepted: March 2, 2022 
 
 


