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ABSTRACT, ( Formatted
: K : To examine the diagnostic importance of tumor necrosis factor alphain chronic hepatitis C \ Formatted
infection with or without liver cirrhosis,, N [ Formatted
Study Design: Prospective study, \ [
Place and Duration of study: Department of Gastroenterology, Bolan Medical Complex Hospital, Quetta from 1st Formatted
January 2019 to 30t June 2019, \ Formatted
Methodology:Total 90 Patients of chronic hepatitis C were divided into two groups, group | and Il, Group | N\ F tted
contains 45 patients with liver cirrhosis and group Il consist of 45 patients without cirrhosis. The ageof these N\ \ ormatte
patients were between 30 to 50 years. The clinical history and examination were done while blood and liver biopsy | Formatted
samples were taken from all the patients and sent to the pathology department for diagnosis of chronic hepatitis C D
infection and liver cirrhosis /[ Formatted
[Results:There were 50(55?56%) male patients and 40(44.44%) female patients. Mean age of patients 39.4+5.36. Formatted
The serum TNF alpha was significantly higher in liver cirrhosis 71.96+18.35 than the patients without cirrhosis that Formatted
was 42.72+13.5 with p-value <0.0001,
LConclusion:Application of TNF alpha is a good and accurate predictor of chronic hepatitis C with and without liver Formatted
cirrhosis that would be essential to reduce the requirement of liver biopsy among chronic hepatitis C patients, [ Formatted
Keywords: Tumor necrosis factor alpha, Hepatitis C virus, Chronic hepatitis C, Liver disease, /
Formatted
INTRODUCTION, HCV is dependent on Toll-like receptor (TLR) 7 and TLRS. [Formatted
Form-recognition receptors-seenin-manycell-types-that*
;About 3% of world’s population is infected with hepatitis C p,nipipate:{n the innats immune responsey associ)g\zed with [Formatted
virus, 170 million people throughout the world* and10-20% viral infections and viral antigens are called TLRs.” TNF Formatted
of chronically infected people progress to cirrhosis within binds to two receptors, TNFR1 and TNFR2; the first is .
20 years.2Hepatitis C virus infection is a major health ' ’ L ) Formatted
problem in Pakistan. It is an important reason behind the P E——— Formatted
high morbidity and mortality rates with an incidence rate of y ‘ { r
] ) . A
about 25% acgordlng tO( agu;JHShed ';(epor;-lA oad structy |r:1||y nvprncqnd in-most cells, the second-is-inducibl [ Formatted
Hepatitis C virus (HCV) is a key factor leading to and has a more limited expression pattern.8 Upon receptor Formatted
chronic liver diseases (cirrhosis, hepatocellular carcinoma, binding, TNF-a signals ?hrough g variety pof cytosF()'JIic \
etc.). The frequently targeted cells are hepatocytes which P ; : [Formatted
- Y X + proteins, including TRADD (TNFR1-associated death
support HCV replication and the innate immune system domain protein)® and TNF receptor-associated factor 219, Formatted
(il;_/es Tlesponse to the V|Irus dtq(;mg Hf?V ?f;ectgon. Thke (t:r?i leading to I-B degradation and the subsequent release and [ Formatted
[ cells recognize viral peptides after 4 10 5 weeks thal nuclear translocation of nuclear factor (NF)-«B. Binding of
\t;il:]udssir:?ecr;:c:nﬁgp;gg;tzg? antigen class | molecules in NF-kB to gene promoters initiates transcription of [Formaﬂed
- - Formatted

Among the cytokines, most attention was devoted to

6, 1L-8, and CXCL-10--which suppresse: HCV.

TNF-alpha (TNF-a). Serum TNF-a level elevates in chronic
hepatitis C patients® and SVR has been found to be
associated with the baseline increased production of TNF-
a.4 A positive correlation has been found between serum
TNF-a levels and hepatic necro inflammatory score as
well-5,

replication.11.12,

Formatted

JINF-a has been found to be higher in cirrhotic
patients compared to CHC patients with r mild or no
fibrosis.13 Consistent with these results, our study also
confirmed the association between TNF-a-308 GG
pnlymnrphicm and_fi it = I

It was demonstrated that HCV can directly induce the

e plninnd hy highnr constitutive and inducible

expression of TNF-a in hepatocytes.5 Induction of TNF-a by

transcriptional activity of TNF. Nevertheless, in a meta-
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analysis of 11 different studies, no association was found patients with cirrhosis, chronic HCV /
between TNF-a-308G> A polymorphism and liver cirrhosis patients, /" |\ Formatted
risk in both Caucasians and Asian populations.4, o Ascites, Formatted [—i
After circulating HCV particles reach the basolateral LEE D splenomegaly;mild Mild fever, bleeding /
surfaces of hepatocytes, where the virus first binds to 044536 ‘:°'°°“” fever,bleeding tendency, Loss of /| Formatted
several receptors; the virus attaches to hepatocytes, it 2041536 ezz)ae tendency; loss-of weight; [Formatted [—}
fuses the membrane, and enters the cytosol and starts to 14,40 weight, indigestion, indigestion,vomiting,| | /
replicate-15, Liver damage from HCV  depends on both HAM%L L miting, | Formatted C.)
host's immune system-mediated reactions and viral / \[Formatted [—ﬂ
cytopathic effects.16, The CD95 frequency was significantly A :
higher in HCV antigen-positive hepatocytes compared to A : = . [meatted j
uninfected cells-*7, TNF might play a role in hepatic [ Variables, [ Group |, [ Groupll, [ p-valug "[Formatted [ﬁ
necrosis and inflammation. Serum ALT level correlates with [ INF-alphg, [ 71.96+18.35 [ 42.72+135, [ 0.002,
liver damage and we propose that elevated ALT levels are N Formatted
the hallmark of hepatocyte injury eventually leading to [Formatted
fibrosis as well as elimination of virus in CHC (the more d
inflammation, the more viral eradication) - { Formatte C.)
This study was planned for detection TNF alpha ASEE S - R . 8 Formatted ( ﬂ
A |
among patients of chronic hepatitis C associated with and patients withand without cirrhosis-and control gmuﬁs‘—j F tted [—j
without liver cirrhosis. We also highlight the importance of Mariables, Group |, Group 1}, P-value, \ orma
predictive value of detection of liver fibrosis and cirrhosis by ALT (ul), 49.33£20.38, £9.67+35.02, <001 Formatted ﬁ
liver biopsy which is very expensive test as well as to AST(ul), J760£19.96, BT.77+2145, 2017, Formatted [—i
causes many complications,, PLT (109, 88.70+£28.99, 208.70+54 .86, <01
APRL 2.35%.69, 732+.31, FIEA [ Formatted
AMATERlALS AND METHODSA 2*P<0.01 Significant, * **P<0.001 Significant, *P>0.05 = Non significanf Formatted [—i
s
This comparative/observational study was carried out at DISCUSSION Formatted
Department of Gastroenterology, Sandeman Provincial s A \ F d [_i
Hospital, Quetta from 1st January 2019 to 30" June 2019. A Chronic hepatitis C is one of the commonest life ormatte
total of 90 patients of chronic hepatitis C were divided into threatening diseases found all over the world anf Formatted )
two groups, group | and Il. Group | included 45 patients associated with higher morbidity and mortality.8 Africaph [Formmed [—i
with liver cirrhosis and group Il had 45 patients without and Asian countries report elevated infection ratep |
cirrhosis. The ages of these patients ranged between 30 to compared to NorthAmerica and Northern and Westerh [Formatted
50 years. These patients of CHC confirmed by the Europe.?® Inflammatory cytokines including tumor necrosis | Formatted [—i
presence of hepatitis C virus (HCV) RNA. The biopsy factor-a (TNF-a) are an integral part of inflammation in
reports of 45 chronic hepatitis C patients who went for liver chronic HCV infection. TNF-a mediates its effects b [Formatted [ﬂ
biopsy were collected, and 45 patients of chronic hepatitis binding to two distinct cell surface receptors, namely, tumdr [Formatted [—i
C without cirrhosis included along with 30 normal subjects necrosis factor receptor | (TNFR-I) and TNFR-I11.20 Wg
in the study. Clinical information about these patients was conducted present study to examine the diagnostic [Formatted
obtained from medical records to assess inclusion criteria importance of tumor necrosis factor alpha in patients gf Formatted [—i
for this study. Laboratory tests were recorded. Statistical chronic hepatitis C and compare between liver cirrhosis
analysis was performed using SPSS-24, and without cirrhosis. In this regard 90 patients of HC' Formatted j
infection were analyzed. In our study 50 (55.56%) femalg [Formatted [—}
RESULTS, patients while 40 (44.44%) were male. Mean age df
A . . patinntc 39.445.36. These results showed imilarity tb Formatted @
Jn our study, 50 (55.56%) male patients while 40 (44.44%) many previous-studies-in-which-had-a higher male versus {Formatted [—ﬂ
were female. Mean age of patients 39.4+5.36 (Table 1). female population (55% to 62%) and average age df
The serum TNF alpha was significantly higher in liver patients with HCV infection was reported to be 4D Formatted (.
cirrhosis 71.96+18.35 than the patients without cirrhosis years.2122 | {Formatted [—ﬂ
that was 42.72+13.5 with p-value <0.0001 (Table 2). Table In present study statistical analysis revealed highly-l| i Formatted
3 showed the parameters (ALT, AST, platelets, TNF-a and  gjgpificant increase in the mean value of serum TNF-a ih ! || ° L)
APRI)comparisons in two groups (patients with cirrhosis patients with liver cirrhosis compared with healthy controls || ({11 || Formatted =
and without cirrhosis) ALT of patients with cirrhosis have in this study. This result is in agreement with that of Tilg &t ||| | 0
mean (M=49.33) which is lower than group Il mean al23, who studied serum level of different cytokines ||| Formatted
= 1 Kkk 1 N i i
(M=69.67) with p-value_ (<.001**).AST of patients with (including TNF-a) in patients with chronic liver disease. || (li! | Formatted
C|rrh_05|s have m«ian (M—7Z.60) which is hlgh*e*r*than group They found that serum levels of TNF-a increasp \‘ | Formatted [—i
Il with mean (M=57.77) with p-value (<.001**). Platelets significantly in chronic liver diseases and reached its |||l
cqunt_and APF\’_I values were significantly lower in patients maximum in decompensated cirrhosis. They suggestefl | [Formatted [—ﬂ
with cirrhosis with p-value <0.001, thatthis—elevation—in—the cytokinelevels represent—a— = ¢ tted
N f . i orma
Table 1: d dlinical findi h ) £ chroni consequence of liver dysfunction rather than inflammator| \ | L)
JTable 1: Age,sex and dlinical finding among the patient of chronic disease.24-Zhang-et-al?5-studied-the-serum-level-of TNF-fi-| || il || Formatted
hepatitis C infection (n=90), . L2 5 N " |
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and reported that serum level of TNF-a was significantly
elevated in patients compared with controls. They
suggested that high serum level of TNF-a is an important
mediator in the pathogenesis of liver necrosis and
alterations in microcirculation?tand similar results were
reported by Yuan et al26 and Lee et al-27,,
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mean (M=49.33) which is lower than group Il mean
(M=69.67) with p-value (<.001).AST of patients with
cirrhosis have mean (M=77.60) which is higher than group
Il with mean (M=57.77) with p-value (<.001). Platelets
count and APRI values were significantly lower in patients
with cirrhosis with p-value <0.001. These results were
comparable to many of previous studies:28.29,
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