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Introduction and Objectives: The virus of hepatitis C (HCV) and
alcoholic liver disease (ALD), are of the main causes of liver disease
mortality. There is a need to determine biomarkers, serum cytokines
are candidates since they participate in the immunopathogenesis of
these diseases by activating the inflammatory process. Increased
serum levels of IL-10 and TNF-« have been reported in cirrhosis and
have been associated with progression to hepatocellular carcinoma.
While TNF-« has become a key factor in the inflammatory process
with high circulating levels in alcoholic hepatitis (HA). The objective
of this work is to evaluate the serum levels of IL-10 and TNF-« in
patients with chronic hepatitis C and ALD.

Materials and methods: A cross-sectional and multicenter study.
Patients with chronic Hepatitis C (CHC) and CiOH (cirrhotic by alco-
hol) and alcoholic hepatitis (HA) with criteria for alcoholism (WHO)
were included, personalized survey, clinical and biochemical evi-
dence of ALD was recorder. The groups were compared with subjects
with a negative viral panel obtained from the CT blood bank (con-
trols). IL-10 and TNF-« from serum was quantified using the multiple
suspension arrangement method (Milliplex®-MERCK ©). Statistical
analysis was performed using SPSS software version 22 using Mann
Whitney U test. It was considered statistically significant p <0.05;
values expressed as median (Q3, Q1).

Results: A total of 110 subjects were included, 25 for CHC, 25
CiOH, 10 HA and 50 CT. We observed a significant increase on biliru-
bin, mainly in HA vs CT (p<0.001), also AST and GGT was overpro-
duced in CHC, CiOH and HA vs CT (p<0.001). IL-10 was found
elevated in CHC vs CT (p<0.0001) and in CiOH vs CT (p<0.05), which
confirms that this anti-inflammatory cytokine increases in accor-
dance with liver disease progresses. TNF-a was found to be increased
in CiOH vs CHC (p<0.05), increased levels in HA vs three study groups
CHC, CiOH and CT (p<0.001).

Discussion: Overproduction of IL-10 in CHC and CiOH support
that this anti-inflammatory cytokine increases as liver disease pro-
gresses, possibly due to its role as a regulator in inflammation. Has
been reported the increment of IL-10 and TNF-« in patients with HA,
it is related to the severity of HA and mortality'. Also, there are
reports about high levels of TNF-o in patients with CHC?, that con-
trast with our data, this may be because TNF-« acts differently in a
chronic stage. The low concentration of TNF-« in HCc may reflect the
regulatory mechanisms of the virus.

Conclusions: This study confirms the participation of IL-10 as a
cytokine present in stages of chronic liver damage, elevated serum
levels of TNF-¢ in HA compared to CiOH indicates that the inflamma-
tory process actively participates in the acute damage induced by
excessive alcohol consumption.
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Introduction and objective: Chronic alcohol consumption can
induce Alcoholic Liver Disease (ALD) promoting biological alterations
and liver damage; however, the immunological changes usually are
underestimated. It has been reported, the increase of leucocytes in
alcoholic hepatitis patients?!, but the regulation of other cell lineages
has not fully evaluated.

Objective: To evaluate the leukocyte profile in patients with liver
damage induces by chronic and acute alcohol consumption.

Material and methods: A Cross-sectional study. Patients were
classified as follow: (1) Controls with alcohol consumption <10g/day,
AUDIT <8 (CT); (2) Chronic alcohol consumption AUDIT> 8, without
clinical or biochemical data of liver damage (OH, alcoholism); (3) Cir-
rhotic patients due to alcohol (CiOH) and (4) Patients with alcoholic
hepatitis (AH). Leukocytes, lymphocytes, monocytes, neutrophils,
eosinophils, and basophils were determined by hematic biometry. U-
Mann Whitney was used for statistical analysis, p <0.05 was consid-
ered significant.

Results: 570 patients were included. The mean in age was: 29.5+
10.8 for CT; 31+12.6 for OH; 47.6+7.7 for CiOH and 41.24+9.2 years
old (p<0.001). Alcohol consumption was higher in CiOH 240 (320,
120; p<0.001) and AH 320 (480, 160; p<0.05). Albumin decreases in
CiOH 2.9 (3.5, 2.2; p<0.001) and AH 1.9 (2.3, 1.6; p<0.001). On the
other hand, AST, ALT and GGT increase in CiOH and AH, 49.5 (75.3,
38; p<0.001), 155 (177, 121; p<0.001) for AST, 32.5 (47.3, 24;
p<0.001), 49 (75, 35.3; p<0.001) for ALT and 91.5 (191.8, 48;
p<0.001), 224 (525.5, 104; p<0.001) for GGT. There was no a signifi-
cant difference in eosinophils and basophils. The statistical number
of leukocyte profile is described in Table 1.

Data is expressed as the median with interquartile values (Q3-Q1).
a) Differences between Alcoholism and Controls; b) Cirrhosis and
Controls; c) Alcoholic Hepatitis and Controls; d) Alcoholism and Cir-
rhosis; e) Alcoholism and Alcoholic Hepatitis; f) Cirrhosis and Alco-
holic Hepatitis. €p<0.05; +p<0.01; *p<0.001.

Discussion: During alcoholism, lymphocytes decrease, whereas
neutrophils increase; this could be related to a susceptibility to
recurrent respiratory and gastrointestinal infections. Lymphocytes
and neutrophils decrease in CiOH; the reduction in neutrophils
could be explained because the stimuli in CiOH decrease. In
patients with AH, monocytes and neutrophils increase, that in a
consequence increases the inflammatory state, promoting liver
fibrosis and mortality.

Conclusion: Chronic alcohol consumption, liver cirrhosis and
alcoholic hepatitis promote cellular alterations, this phenomenon is
more evident in AH. Our findings can be used to design novel detec-
tion strategies for the treatments of chronic and acute alcohol
consumption.
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Table 1
Leukocyte profile of patients with different types of alcohol-related liver damage
Control Alcoholism Cirrhosis Alcoholic
(n=300) (n=102) (n=121) Hepatitis
(n=47)
Leukocytes 6.7(7.7,58) 6.7(7.8,5.8) 6.1(9,4.4) 15(20,11)
(miles/mm?) c* et f*
Lymphocytes 22(2.7,18) 19(23,1.7) 14(2,1)d* 1.7(49,1)
(miles/mm?) a€
Monocytes 0.4 (0.5, 0.4(0.5,0.3) 0.5(0.7,04) 0.8(1.2,0.5)
(miles/mm?) 0.27) a€ c+e+ fe
Neutrophils 3.6(4.7,29) 4.1(533)a+ 33(57,22) 12(19,7)c%,
(miles/mm?) de e* f*
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Introduction and Objectives: The damage caused by alcohol con-
sumption generates liver fibrosis, which is characterized by the accu-
mulation of extracellular matrix (ECM); To limit the liver damage,
MMP-2 and MMP-9 gelatinases are produced as mediators to degrade
ECM products. Their importance in liver damage proposes them as
possible markers and target molecules in the diagnosis of alcohol
consumption, as well as in alcoholic liver disease [1]. The objective of
this work is to evaluate the serum concentrations of MMP-2 and
MMP-9 gelatinases in subjects with different patterns of alcohol con-
sumption and in alcoholic liver disease patients.

Materials and methods: A cross-sectional study was carried out
in which subjects with different patterns of alcohol consumption
were included. The inclusion was according to the AUDIT, DSM-IV,
and clinical and biochemical data of liver disease: risk (Ri), abuse
(Ab), dependence (OH), cirrhosis due to alcohol (CiOH) and alcoholic
hepatitis (HA). A group without alcohol consumption (TC) was also
included for comparison. For the quantification of MMP-2 and MMP-
9, a multiple suspension assay (Milliplex®-MERCK ©) was used. Sta-
tistical analysis was performed using SPSS V.22 software using Mann
Whitney U. P <0.05 was considered statistically significant; values
were expressed as mean + standard error.

Discussion: In 2015 Prystupa, A. et al. used MMP-2 and MMP-9 as
markers of progression of damage in alcohol cirrhosis; however,
there are no more related studies so far. Our data shows that the syn-
thesis of MMP-2 and MMP-9 in consumption patterns and in liver
disease are decreased from risky consumption, promoting the accu-
mulation of ECM in liver tissue.

Conclusion: Serum levels of MMP-2 and MMP-9 gelatinases are
affected by alcohol consumption, even in a risk pattern. MMP-2 and
MMP-9 can be used as markers of alcohol-induced damage in early
stages.
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Introduction and objective: Hepatitis C virus and alcoholism
are the main causes of Chronic Liver Disease. (1) The increase of
CXCL-8 has been correlated with mortality in alcoholic hepatitis
(AH), while in Chronic Hepatitis C (CHC) with the disease sever-
ity. (2) The IFN-y has an anti-viral and anti-fibrotic function.
There are few comparative studies in patients regarding the pro-
duction of these mediators and their possible implication in liver
damage. The objective is to evaluate the concentrations of CXCL-8
and IFN-y in the serum of AH, alcoholic cirrhosis (CiOH) and CHC
patients.

Materials and methods: A multicenter cross-sectional study
was carried out. Four participant groups were included: AH,
CiOH, CHC and control group (CT). For the quantification of CXCL-
8 and IFN-y a multiple suspension array assay (Milliplex®-
MERCK®) was used. Statistical analysis was performed by the
SPSS V.22 software using Mann-Whitney-U-test. A p-value<0.05
was considered statistically significant. Values were expressed as
median (Q3, Q1).

Results: 110 individuals were included: AH (10), CGiOH (25), CHC
(25) and CT (50). In CXCL-8 quantification, significant differences
were detected in AH vs. CT, CiOH vs. CT, CHC vs. CT, CiOH vs. AH and
CHC vs. AH (p<0.001). While in IFN-y, the differences were detected
in AH vs. CT, CiOH vs. CT, CHC vs. CT, CiOH vs. AH and CHC vs. AH
(p<0.001).

Discussion: Differences were detected in both molecules when
comparing the chronic stages (CiOH and CHC) with the acute stage
(HA), while no differences were found when comparing both chronic
stages. The highest CXCL-8 concentration corresponds to AH, reflect-
ing its importance in prognosis and mortality. (2) The increase of IFN-
y in CiOH and CHC may have a role in the regulation of fibrogenesis
because of its anti-fibrotic function.

Conclusion: The deregulation of mediators such as IL-8 and
IFN-y promotes systemic inflammation in both acute and chronic
stages, being greater in AH. This may indicate an association with
the susceptibility to persistent respiratory and gastrointestinal
diseases.
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