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Abstract: Hepatitis C is a wide spread viral disease that is the most common cause of cirrhotic liver. Schistosomiasis has been the
most important public health problem in Egypt .Periportal fibrosis (PPF) of liver is due to deposition of collagen and is called
pipestem .Cirrhosis is a diffuse process of fibrosis . TNF a is a proinflammatory cytokine tumour has emerged as a key factor in
various aspects of liver disease The goal of this study to assess the levels of serum TNF alpha in patients with schistosomiasis mansoni
and patients with hepatic cirrhosis due to virus C infection and their role in the process of liver fibrosis and cirrhosis .A cross
sectional descriptive study carried out in outpatient clinic, Ahmed Maher Teaching hospital,Hepatology Department, Egypt. This
study was performed on 30 subjects:10 schistosomal and 10 cirrhotic, compared to 10 control subjects; apparently healthy, parasite
free.The following laboratory investigations were done; parasitological investigations include stool analysis by simple sedimentation
method and kato-katz technique, routine liver enzymes and serum TNF-a by an enzyme linked immunosorbent assay(ELISA).
Detection of hepatic virus C +ve patients was confirmed via +ve anti HCV antibodies (Abs)(ELISA), and negative hepatitis B surface
antigen (HBs Ag).Abdominal sonar was done to diagnose liver cirrhosis and detect degree of PPF.In schistosomiasis mansoni and
cirrhotic group,serum levels of TNF-a were significantly higher than those of control group (P<0.05) and Significantly Increase the
risk of developing advanced Periportal Fibrosis (95% CI 1.01 to 2.54, P = 0.048). These results suggest that TNF alpha may be
considered as a marker for morbidity in Hepatitis +ve virus C infection, whereas in schistosomal patients, considered as a marker for
degree of periportal fibrosis.

Keywords: Schistosomiasis mansoni, PPF (Periportal Fibrosis) ,Cirrhosis, Tumour Necrosis Factor Alpha (TNF-a. ).

1. INTRODUCTION

Schistosomiasis is caused by infection with parasitic the hepatic architecture is not sufficient to justify the term

trematodes of the genus Schistosoma. Adult Schistosoma
mansoni worms live in the mesenteric blood vessels around the
gut, and the hepatosplenic form of the disease is thought to be
associated with the host’s immune response to parasite eggs
lodged in the presinusoidal capillary beds of the liver [1].

Most infected individuals living in schistosomiasis endemic
areas do not suffer severe liver damage, but a minority go on to
develop  hepatosplenic ~ morbidity  characterized by
hepatosplenomegaly, hepatic periportal fibrosis, and portal
hypertension, which may lead to the formation of esophageal
varices and hematemesis. The prevalence of hepatosplenic
schistosomiasis varies significantly between different endemic
areas[2]-[4]. Although the risk of developing severe
hepatosplenic disease is higher in individuals who experience
higher intensities of infection.[5]

In Schistosoma mansoni infection, periportal fibrosis of the
liver is a consequence of excessive deposition of collagen

along the branches of the portal tract .[ 6] Liver fibrosis is the
net result of the imbalance between the collagen fiber synthesis
and decomposition. The amount of collagen increases and also
the ratio of fibro-connective tissue versus liver cellular tissue
increases.[7] The classic, pipestem fibrosis is due to fibrotic
bands originating from the granulomas, and the disturbance of

"cirrhosis".[8],[9].

Cirrhosis is a diffuse process of fibrosis following
hepatocellular necrosis with nodule formation.[10]In the liver,
necrosis is associated with portal inflammation,interface
hepatitis,[11] collapse of hepatic lobules, formation of diffuse
fibrous septa and nodular regrowth of liver cells.[12] Septal
fibrosis appears as periportal, portal-portal and portal central
septa. With ongoing necrosis, inflammation associated with
progressive fibrosis and parenchymal regeneration, eventually
leads to cirrhosis. [13]Tumour necrosis factor-o. (TNF-a) is a
cytokine produced mainly by activated macrophages and in

smaller amounts by several other cell types. TNF-a functions as
a two-edged sword in the liver. TNF-a plays a key role in the
proliferative response during liver regeneration. It functions
both as a comitogen and as an inducer to the transcription
factor kB, which has antiapoptotic effects. On the other hand,
TNF-a is an important pathogenic mediator in patients with
viral hepatitis by inducing hepatocyte apoptosis.[14]

1.2. RESEARCH QUESTION

The research question for the purpose of this study is: ‘Is the
serum levels of TNFa related to the degree of liver fibrosis in
cirrhotic patients and patients with schistosomiasis mansoni?
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1.3.0BJECTIVE

The objective of the study is to measure the levels of serum
TNF alpha in patients with schistosomiasis and patients with
hepatic cirrhosis due to virus C infection and their role in the
process of liver fibrosis and cirrhosis in hepatic patients
attending hepatology outpatient clinic , Ahmed Maher
Teaching hospital.

2.MATERIALS AND METHODS
2.1 RESEARCH AND DESIGN

This is a cross sectional study conducted in (Ahmed Maher
Teachung hospital ,Egypt,in the period between July 2012 --
---- and —July2013.

2.2 STUDY SAMPLE:

The study participants included thirty attending outpatient
hepatology clinic. The sampling method was convenient and
the sample size was thirty ( n = 30) participants in outpatient
consented to participate in the study.

The study participants were divided into three equal groups:

Group I: 10 apparently healthy, parasite free, individuals with
matched age and sex were enrolled as control.

Group Il: 10 patients with established Schistosoma mansoni
infection. Diagnosis of schistosomiasis was done by detection
of living S.mansoni ova (simple sedimentation and kato katz
technique for egg counting).

Group 111:10 adult patients with cirrhotic liver of pure viral C
origin with +ve anti HCV antibodies (Abs), and negative
hepatitis B surface antigen (HBs Ag). Proved by sonar also.

The inclusion criteria for this study were individuals from
endemic areas who have at least one positive parasitological
exam for S. mansoni.

The eligibility criteria are as follow: 1, they had a diagnosis of
schistosomiasis and/or hepatitis C +ve at least one year ago; 2,
they had hepatic fibrosis diagnosed by ultrasonographic
imaging, they were at least 25 year old. A cross sectional study
differs from a longitudinal study in that it uses observation
representing a single point in time.

2.3 EXCLUSION CRITERIA

We include individuals between twenty five and 60 years
old. We did not include alcoholic individuals and those with
positive serology for HIV, HTLV- 1, or hepatitis virus types B
, all of which are conditions that could interfere with the
immunological response. Cognitive impairment or language
barriers were not included in the sample.

2.4 SAMPLE SIZE:

In order to correct any losses and provide a better breakdown
of the independent variables, the sample size was adjusted by a
proportional factor of 1.25. Thus, the sample size for this study
was established at 30 patients. The number of patients needed
to assess the internal consistency was considerably lower, being
obtained by Non-Parametric Approach to calculate sample Size
based on scales in Healthcare Area, which estimates the sample

size by the number of items and categories of the data
collection instrument.

2.5 CLINICAL EVAUATION

2.5.a Schistosomiasis patients:

Patients with +ve schistosoma mansoni were selected
randomly from people who live in poor sanitary conditions and
agriculture is the predominant occupation, where unsanitary
water is used for bathing, washing clothes and utensils, and
leisure, exposing the residents to high risk of Schistosoma
infection.Diagnosis of schistosomiasis was done by detection
of living S.mansoni ova in stool samples after a cross-sectional
parasitological surveys using Kato-Katz [15] and sedimentation
techniques were conducted in three different stool samples
collected on different days.

2.5.b Hepatitis C positive patients( HCV+ve patients):

Patients with cirrhotic liver of pure viral C origin were
diagnosed with +ve anti HCV antibodies (Abs), and negative
hepatitis B surface antigen (HBs Ag). Abdominal sonogram
was done to confirm the diagnosis.

2.6.ULTRASOUND EXAMINATION

Abdominal ultrasound (USG) were performed using the
Quantum 2000 Siemens and Elegra Siemens ultrasound with a
convex transductor of 3.5—- 5.0Mhz. Liver span was measured
in the midclavicular line and midline. The liver was also
examined for smoothness of surface, echogenicity and posterior
attenuation of the sound
bean, and portal vein diameter outside the liver midway
between its entrance into the portal hepatic and its first
bifurcation in the liver. Periportal fibrosis was observed as
multiple diffuse echogenic areas.
Grading of periportal fibrosis was determined by the mean
total thickness of four portal tracts after the first division from
the right and left branches of portal vein (PT1) as follow:
degree 0, mean thickness <3 mm; degree |, mean thickness 3 to
5 mm,; degree Il, mean thickness >5 to 7 mm; and degree Il
mean thickness >7mm (16-18).
The scores of periportal fibrosis were grouped according
to the severity, being degree 0 without periportal fibrosis.
Incipient periportal fibrosis was considered to individuals with
degree | and moderate to severe periportal fibrosis to those
with degrees 1l and 111 .(19)

2.7.BLOOD SAMPLING

Venous blood was withdrawn from each individual after an
overnight fast. Blood was left to clot and was then centrifuged.
Serum was removed and routine laboratory tests were
performed on the same day. Serum samples for assay of HCV
Abs , HBs Ag andTNF- a were stored at -20 °C until time of
assay.
2.8.LIVER ENZYMES

Aspartate and Alanine aminotransferases(AST)and
(ALT) using the Autoanalyzer Konelab 30i.

2.9.SERUM TNF- a

Serum TNF- o was determined by an enzyme linked
immunosorbent assay. This assay employs the quantitative non-
competitive sandwich enzyme immuneassay technique using
one polyclonal antibody and another monoclonal antibody
specific for TNF-o (Bender Med System Vienna Austria).
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2.10 STATYSTICAL ANALYSIS

Data analysis was performed using SPSS software, release
12. Statistical analyzes involved: descriptive analyzes the
significance test to check the normality of continuous variables,
chi-square and correlation test to compare between different
groups using the Kruskall-Wallis test to find relationship
between different groups as regards of the TNF-a, sonographic
findings and other independent variables, and binary logistic
regression.Chi square analysis was used to test for statistical
significance. (P < 0.05 = statistical significance).
2.11 ETHICAL ASPECTS

The protocol for the study was approved by the Ethical and
Research Committee of the Hospital. Data were collected only
after the informed consent had been signed by all patients.

3.RESULTS

Table (1): Some liver enzyme assay of the studied groups:

Controls | Schistosomiasis | Cirrhosis P
(group 1) (group 11) (group 111)
(AST) 21.6+7 11.845.5 33.3+25 .0 0.001*
unit/l
(ALT) 24.2+7.3 7.31£2.8 31+155 0.0001*
unit/l

Data are presented as mean £ S D and were analyzed using
Kruskall-Wallis test.
(P < 0.05 = statistical significance).
Liver enzymes tests resukts were significantly different in
the three studied groups.

Table (2): Serum TNF-a levels in the three studied groups:

Sex 1.54 0.96, 2.50 0.070

Age and sex 1.62 1.01,2.54 0.048

Controls | Schistosomiasis | Cirrhosis P
group | group 11 group 111
TNF-a 8.7t4 158.3+10 184.2+38 | 0.0001*(1,I1)
(pg/mi)
0.00002*(1,111)
0.027*(11,111)

Data are presented as mean + SD and were analyzed using
Mann Whitney-test. (P< 0.05 = statistical significance).

(1, 1) controls versus schistosomiasis.

(1, 111) controls versus cirrhosis.

(1, 1) schistosomiasis versus cirrhosis.

Tabe (2) shows that serum TNF-o levels in the schistosomal
group were significantly higher than the values of the controls.
Also in the cirrhotic group the values were significantly higher
when compared with those of the controls..mean value was
significantly higher in cirrhotic group compared to
schistosomal patients (group I1),P =0.027.

Table (3): Crude and Adjusted Odds Ratios for Levels of
TNF and Periportal Fibrosis

In this study all cases of schistosomiasis were moderate to
severe degree of PPF(grade Il and I11).

Table (3) shows that elevated levels of TNF-a to Sh. mansoni
at baseline significantly increased the risk (OR = 1.63) of
moderate to severe perportal fibrosis in a model adjusted for
age and sex only(95% CI 1.01 to 2.54, P = 0.048).

4. DISCUSSION

The development of periportal fibrosis can occur as a result
of chronic schistosomiasis infection and accounts for the severe
forms of the disease. [20] This fact characterizes
schistosomiasis as a serious public health problem. In the
present study, results of the routine laboratory liver enzymes
tests show significant difference concerning the AST and ALT
between the three studied groups (Table 1) which agrees with
results of other studies.[21] Environmental factors could
influence both the prevalence of the hepatosplenic
manifestation of schistosomiasis and immune responses. Such
influences could be important cofactors involved in a causal
linking of elevated TNF with disease, or merely confounding
factors, having an independent effect on the occurrence of
hepatosplenic involvement. [22]

The majority of individuals who had the most severe degree
of periportal fibrosis were over 40 years of age, and there was
no influence of gender on periportal fibrosis development. This
is in agreement with other authors who have demonstrated that
most individuals who develop periportal fibrosis are over 50
years of age. [23] This could be explained by the immune
response induced by constant reexposure to the parasite over
lifetime, or by the slow process of fibrosis formation.
Therefore, younger individuals probably have not been
exposed long enough to the cumulative effects of collagen
deposition in the periportal tract. [24]

Many variables may influence the magnitude of the immune

response in human schistosomiasis which includes gender and
age, [25] intensity of infection, [26]-[28] and genetic
characteristics of the population . [29] However, the reason
why severe fibrosis develops only in a fraction of the
population, which is under the same environmental conditions
as others who do not develop fibrosis, remains not well
understood. Moreover, individuals without periportal fibrosis
had a higher parasite burden than individuals with incipient
periportal fibrosis. A possible explanation for this observation
is that chronic infection can lead to intestinal fibrosis that
impairs the migration of eggs to the intestinal lumen and
thereby decreases eggs count in parasitological exams. [30]
Schistosoma-associated fibrosis is influenced by several
counter regulatory cytokines including IL4, 1L13, TNF-a and
IFN-c0.[32]
TNF-a is a cytokine that may participate in the granuloma
formation and evolution of fibrotic tissue process .Hoffmann
and colleagues (1998) have demonstrated in experimental
models that TNF-o exerts a protective effect, whereas other
authors attribute to the TNF-a proinflammatory and
profibrogenic effects. [33]

We have found in our study that the cells of individuals with
incipient or moderate to severe fibrosis, even without antigenic
stimuli, produced higher levels of TNF-a when compared to

Odds Ratio 95% ClI P
Crude 151 0.94, 2.41 0.089
Adjusted
Age 1.55 0.97, 2.51 0.066
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those without fibrosis. Additionally, there was a positive
association between serum levels of TNF-« and S. mansoni
parasite burden, which suggests that this cytokine may
contribute to the liver pathology observed in schistosomiasis
[34].

In agreement of the role of TNF-a in the development of liver
pathology due to schistosomiasis, a study conducted in a
schistosomiasis endemic area in Brazil has demonstrated that
individuals with moderate to severe periportal fibrosis have
higher serum levels of TNF-a than those without fibrosis .[35]
Considering that TNF-a was positively associated with S.
mansoni parasite burden, they may represent biomarker for the
progression of liver pathology in schistosomiasis. Larger
casuistic further studies are needed however to confirm the role
of this cytokines and chemokines in the development of
periportal fibrosis in human schistosomiasis. In liver cirrhosis
due to hepatitis C affection, increased levels of TNF-a could be
explained by a different mechanism. As recovery requires
hepatic regeneration, TNF-o was found to promote
regeneration and hepatocyte proliferation. TNF-o control
replication of the hepatocytes and of non parenchymal cells
which constitute about 40% of liver cells. TNF- a may have
both growth promoting and inhibitory properties on
hepatocytes. [36] It can thus be concluded that the increased
level of TNF-a might cause inhibition of the process of
fibrogenesis in case of schistosomiasis, while in cirrhosis, it
could inhibit fibrosis and stimulate hepatocyte regeneration and
proliferation as well.

In the present study, the serum levels of TNF-a were
significantly increased in both schistosomal and cirrhotic
patients when compared to controls (p = 0.0001, p = 0.0001
respectively). The mean value was significantly higher in the
cirrhotic group as compared to the schistosomal patients (p =
0.027) (Table 2). This comes in agreement with other studies .
[37]-[39].

Also Vaillant B and co-workers [40] concluded that TNF-a
upregulates extracellular matrix protein production. It is a
potent inducer of the synthesis of matrix metalloproteinases
(MMP), a family of endopeptidases involved in the metabolism
of collagen. TNF-o, MMP, and their inhibitors (tissue
inhibitors of MMPs [TIMPs]) were reported to be related to the
risk of hepatic fibrosis due to schistosomiasis. However,
other studies suggested that TIMPs do not inhibit fibrogenesis
and the roles of MMP and TIMPS in increasing or decreasing
the risk of hepatic fibrosis, respectively, were questionable.
Accordingly, the functional role of TNF-a in the development
of periportal fibrosis is still unknown. [38] Some previous
human studies have pointed toward the involvement of TNF in
hepatosplenic schistosomiasis. In a well-controlled study,
Zwingenberger and colleagues [41] found higher TNF levels in
serum of patients with hepatosplenic disease compared with
patients without organomegaly. Similar observations were
made on Egyptian schistosomiasis patients who were not
controlled for age and intensity of infection. [42], [43] In
addition, TNF secreted by nonstimulated monocytes and serum
TNF was found to be elevated in S. haematobium-infected
patients with carcinoma of the urinary bladder. [44] Other
studies reported that the direct cause of hepatic periportal
fibrosis is the T cell dependent granuloma that develops around
Schistosoma ova. Granuloma and fibrosis are tightly regulated
by cytokines and TNF-a was found to be associated with
aggravation of disease.[45] During cirrhosis, there is always
liver regeneration. TNF-a is required for normal hepatocyte

proliferation ~ during  liver  regeneration.[37]  These
pathophysiologic responses of the liver may exacerbate the
disease process leading to increased fibrogenesis in cirrhosis
and hepatomas. .[36]

TNF-a has an antiapoptotic effect that leads to the induction of
the transcription nuclear factor-kB. At the same time it is a
mediator of heaptotoxicity by inducing hepatocyte
apoptosis.[37] Hepatitis C proteins interact with TNF-a
receptors but it is not clear whether this interaction promotes or
prevents apoptosis.[46] It seems, that the level of TNF-o. must
be well modulated for the outcome to be effective regeneration
rather than liver damage.[36].

5. CONCLUSION

TNF-a is significantly high in individuals with periportal
fibrosis. Considering that it was positively associated with S.
mansoni parasite burden, therefore it may represent biomarker
for the progression of liver pathology in schistosomiasis.
Larger casuistic further studies are needed however to confirm
the role of these cytokines and chemokines in the development
of periportal fibrosis in human schistosomiasis. In
schistosomiasis and cirrhosis, the main effect of significantly
increased level of TNF-a is important for the regeneration and
proliferation processes. The main effect of the significantly
increased level of TNF-a is inhibition of hepatocyte apoptosis
(cell death) in a trial to protect the liver cells.

6. RECOMMENDATIONS

Based on our study we hope that:
6.1.More researches should be directed to better understand the
role of TNF- a in periportal fibrosis due to Schistosomiasis.
6.2.TNF-a can be used as dependable marker in individuals
with periportal fibrosis and for morbidity in hepatitis C+ve
infection.

7. ACKNOWLEDGEMENTS
We wish to express profound gratitude to the management

and staff of Ain shams university hospital and Ahmed Maher
teaching hospital in particular the staff of the labroartory unit,
and department of hepatology respectively for their immense
support during the study.

REFRENCES

[1] Boros, D. L. 1994. The role of cytokines in formation of
the schistosome egg granuloma. Immunobiology 191:441.

[2] Doehring-Schwerdtfeger, E., 1. M. Abdel-Rahim, Q.
Mohamed-Ali, M. Elsheikh, J. Schlake, R. Kardorff, D. Franke,
C. Kaiser, and J. H. H. Ehrich. 1990. Ultrasonographical
investigation of periportal fibrosis in children with Schistosoma
mansoni infection: evaluation of morbidity. Am. J. Trop. Med.
Hyg. 42:581.

[3] Gryseels, B., and A. M. Polderman. 1987. The morbidity
of schistosomiasis mansoni in Maniema (Zaire). Trans. R. Soc.
Trop. Med. Hyg. 81:202.

[4] Kardorff, R., M. Traore, A. Diarra, M. Sacko, M. Maiga, D.
Franke, U. Vester, U. Hansen, H. A. Traore, S. Fongoro, H.
Gorgen, R. Korte, B. Gryseels, E. Doehring-Schwerdtfeger,
and J. H. H. Ehrich. 1994. Lack of ultrasonographic evidence
for severe hepatosplenic morbidity in schistosomiasis mansoni
in Mali. Am. J. Trop. Med. Hyg. 51:190.

[5] Siongok, T. K. A., A. A. F. Mahmoud, J. H. Ouma, K. S.
Warren, A. K. Muller, A. K. Hander, and H. B. Houser. 1976.

WOAR Journals

Page 9



Morbidity in schistosomiasis mansoni in relation to intensity of
infection: study of a community in Kisumu, Kenya. Am. J.
Trop. Med. Hyg. 25:273.

[6] Mohamed-Ali Q, Elwali NE, Abdelhameed AA, Mergani
A, Rahoud S, Elagib KE, et al. AJ. Susceptibility to periportal
(Symmers) fibrosis in human Schistosoma mansoni infections:
evidence that intensity and duration of infection, gender and
inherited factors are critical in disease progression. J Infect
Dis1999; 180: 1298-306.

[7]1 Friedman SL. Molecular mechanisms of hepatic fibrosis
and principles of therapy. J Gastroenterol. 1997; 32: 424-30.
[8] Bica I, Hamer DH, Stadecker MJ. Hepatic schistosomiasis.
Infect Dis Clin North Am 2000; 14: 583- 604.

[9] Strickland GT, Ramirez BL. Schistosomiasis. In Strickland
DT ed: Hunter's Tropical Medicine and Emerging Infectious
Diseases, 8th ed. Philadelphia, WB Saunders Co., 2000: 804-
32.

[10] Albanis EL, Safadi RL, Friedman SL. Treatment of
hepatic fibrosis: Almost there. Current Gastroenterology
Reports 2003; 5: 48-56.

[11] Villari D, Raimodo G, Brancatelli S, Longo G, Rodino G,
Smedile V. Histological features in liver biopsy specimens of
patients with acute reactivation of chronic type B hepatitis.
Histopathology 1991; 18: 73-7.

[12] Desmet V. Liver lesions in hepatitis B viral infection.
Yale J Biol Med 1988; 61: 61-83.

[13] Anthony PP, Ishak KG, Nayak NC, Poulsen HE, Schever
P, Sobin LH. The morphology of cirrhosis.J Clin pathol 1978;
31: 395-414.

[14] Bradham CA, Plumpe J, Manns MP, Brenner DA,
Trautwein C. Mechanisms of hepatic toxicity 1. TNF induced
liver injury. Am J Physiol Gastrointest Liver Physiol 1998;
275: 387 - 92.

[15] M. I. A. S. Araujo, B. Hoppe, M. Medeiros et al.,
“Impaired T helper 2 response to aeroallergen in helminth-
infected patiente with asthma,” Journal of Infectious Diseases,
vol. 190, no. 10, pp. 1797-1803, 2004.

[16] A. R. De Jesus, A. Silva, L. B. Santana et al., “Clinical
and immunologic evaluation of 31 patients with acute
schistosomiasis mansoni,” Journal of Infectious Diseases, vol.
185, no. 1, pp. 98-105, 2002.

[17] A. R. De Jesus, D. G.Miranda, R. G.Miranda et al.,
“Morbidity associated with Schistosoma mansoni infection
determined by ultrasound in an endemic area of Brazil,
Caatinga do Moura,” American Journal of TropicalMedicine
and Hygiene, vol. 63, no. 1-2, pp. 1-4, 2000.

[18] L. F. A. Oliveira, E. C. Moreno, G. Gazzinelli et al.,
“Cytokine production associated with periportal fibrosis during
chronic schistosomiasis mansoni in humans,” Infection and
Immunity, vol. 74, no. 2, pp. 1215-1221, 2006.

[19] E. J. Pearce, S. L. James, and J. Dalton, “Immunochemical
characterization and purification of Sm-97, a Schistosoma
mansoni antigen monospecifically recognized by antibodies
from mice protectively immunized with a nonliving vaccine,”
Journal of Immunology, vol. 137, no. 11, pp. 3593-3600,
1986.

[20] J. C. Bina and A. Prata, “Schistosomiasis in
hyperendemic area of Taquarendi. |- Schistosoma mansoni
infection and severe clinikal forms,” Revista da Sociedade
Brasileira de Medicina Tropical, vol. 36, no. 2, pp. 211-216,
2003.

[21] Fahim FA, Esmat AY, Hassan GK, Abdel-Bary A.
Biochemical changes in patients with combined chronic

schistosomiasis and viral hepatitis C infections. Dis Markers;
16: 111-18. 2000

[22] Corbett, E. L., A. E. Butterworth, A. J. C. Fulford, J. H.
Ouma, and R. F. Sturrock.. Nutritional status of children with
schistosomiasis mansoni in two different areas of Machakos
district, Kenya. Trans. R. Soc. Trop. Med. Hyg. 86:266. 1992
[23] L. F. A. Oliveira, E. C. Moreno, G. Gazzinelli et al.,
“Cytokine production associated with periportal fibrosis during
chronic schistosomiasis mansoni in humans,” Infection and
Immunity, vol. 74, no. 2, pp. 1215-1221, 2006.

[24] M. Booth, J. K. Mwatha, S. Joseph et al., “Periportal
Fibrosis in Human Schistosoma mansoni Infection Is
Associated with Low IL-10, Low IFN-y, High TNF-a, or Low
RANTES, Depending on Age and Gender,” Journal of
Immunology, vol. 172, no. 2, pp. 1295-1303, 2004.

[25] Q.Mohamed-Ali, N. E. M. A. Elwali, A. A. Abdelhameed
et al., “Susceptibility to periportal (Symmers) fibrosis in human
Schistosoma mansoni infections: evidence that intensity and
duration of infection, gender, and inherited factors are critical
in disease progression,” Journal of Infectious Diseases, vol.
180, no. 4, pp. 1298-1306, 1999.

[26] M. F. Abdel-Wahab, G. Esmat, S. I. Narooz, A. Yosery,
J. P. Struewing, and G. T. Strickland, “Sonographic studies of
schoolchildren in a village endemic for Schistosoma mansoni,”
Transactions of the Royal Society of Tropical Medicine and
Hygiene, vol. 84, no. 1, pp. 69-73, 1990.

[27] . E. Doehring-Schwerdtfeger, I. M. Abdel-Rahim, Q.
Mohamed-Ali et al.,, “Ultrasonographical investigation of
peripheral fibrosis in children with Schistosoma mansoni
infection: evaluation of morbidity,” American Journal of
Tropical Medicine and Hygiene, vol. 42, no. 6, pp. 581-586,
1990.

[28] A. L. C. Domingues, A. R. F. Lima, H. S. Dias, G. C.
Leao, and A. Coutinho, “An ultrasonographic study of liver
fibrosis in patients infected with Schistosoma mansoni in north-
east Brazil,” Transactions of the Royal Society of Tropical
Medicine and Hygiene, vol. 87, no. 5, pp. 555-558, 1993.

[29] A. J. Dessein, D. Hillaire, N. E. M. A. Elwali et al.,
“Severe hepatic fibrosis in Schistosoma mansoni infection is
controlled by a major locus that is closely linked to the
interferon-y receptor gene,” American Journal of Human
Genetics, vol. 65, no. 3, pp. 709-721, 1999.

[30] O. S. Carvalho, P. M. Z. Coelho, and H. L. Lenzi,
Schistosoma mansoni e Esquistossomose: Uma Vis“ao
Multidisciplinar, Editora Fiocruz, Rio de Janeiro, Brazil, 1st
edition, 2008.

[31] Hoffman K;Hahne ;M,Kataoka T;Schroter M;;Irmler
M;Bodmer JL, et al.,APRIL,anew ligand of the tumor necrosis
factor family,stmulates tumor cell growth.J Exp Med.1998 Sep
21;889(6):1185-90.(Pubmed).

[32] Hoffmann KF, Wynn TA, Dunne DW. Cytokinemediated
host responses during schistosome infections: walking the fine
line between immunological control and immunopathology.
Adv Parasitol; 52: 265 — 307, 2002.

[33] S.Henri, C. Chevillard, A.Mergani et al., “Cytokine
regulation of periportal fibrosis in humans infected with
Schistosoma mansoni: IFN-y is associated with protection
against fibrosis and TNF-a with aggravation of disease,”
Journal of Immunology, vol. 169, no. 2, pp. 929-936, 2002.
[34] S. A. Shahat, M. A. EI-Dhshan, S. S. Aissa, A. Dorra, and
K. M. Metwally, “Flowcytometric analysis of T-lymphocytes
and serum tumour necrosis factor alpha (TNF-alpha) levels in

WOAR Journals

Page 10



Schistosoma mansoni patients,” Journal of the Egyptian
Society of Parasitology, vol. 37, no. 3, pp. 1065-1074, 2007.
[35] D. N. Silva-Teixeira, C. Contigli, J. R. Lambertucci, J. C.
Serufo, and V. Rodrigues, “Gender-related cytokine patterns in
sera of schistosomiasis patients with symmers’ fibrosis,”
Clinical and Diagnostic Laboratory Immunology, vol. 11, no.
3, pp. 627-630, 2004.

[36] Taub RA. Hepatic regeneration In. Hepatology: A
textbook of liver disease. Zakim D and Boyer T, 4"
ed.Philadelphia Saunders Company; 31- 48, 2003.

[37] Bradham CA, Plumpe J, Manns MP, Brenner DA,
Trautwein C. Mechanisms of hepatic toxicity 1. TNF induced
liver injury. Am J Physiol Gastrointest Liver Physiol; 275: 387
—92,1998.

[38] Booth M, Mwatha JK, Joseph S, Jones FM, Kadzo H,
Ireri E, et al. Periportal fibrosis in human Schistosoma mansoni
infection is associated with low IL-10, low IFN-y, high TNF-a,
or low RANTES, depending on age and gender. J Immunol,
172: 1295 — 303, 2004.

[39] Magalhaes A, Miranda DG, Miranda RG, Araujo Ml,
Jesus AA, Silva A, et al. Cytokine profile associated with
human chronic schistosomiasis mansoni. Mem Inst Oswaldo
Cruz ; 99: 21- 6, 2004.

[40] Vaillant B, Chiaramonte MG, Cheever AW, Soloway PD,
Wynne TA. Regulation of hepatic fibrosis and extracellular
matrix genes by the Th response: new insight into the role of
tissue inhibitors of matrix metalloproteinases. J Immunol; 167:
7017-26,2001.

[41] Zwingenberger, K., E. Irschick, J. G. Vergetti Siqueira,
A. R. Correia Dacal, and H. Feldmeier. Tumour necrosis factor
in hepatosplenic schistosomiasis. Scand. J. Immunol. 31:205.
1990.

[42] Raziuddin, S., M. Masihuzzaman, S. Shetty, and A.
Ibrahim.  Tumor necrosis factor alpha production in
schistosomiasis with carcinoma of urinary bladder. J. Clin.
Immunol. 13:23. 1993.

[43] Azim, A. A., H. A. Sedky, M. A. El-Tahawy, A. A. Fikry,
and H. Mostafa. Serum levels of tumor necrosis factor in
different stages of schistosomal infection. J. Egypt. Soc.
Parasitol. 25:279. 1995.

[44] Khalil, H. M., A. G. EI-Missiry, H. M. F. Abdalla, N. M.
Khalil, N. M. Sabry, H. E. Abdel-Atty, F. A. Tamara, M. EI-
Tayeb, and N. M. Zakaria. Serum levels of tumour necrosis
factor-alpha in schistosomiasis mansoni and their analogous
changes in collagen diseases and schistosomal arthropathy. J.
Egypt. Soc. Parasitol. 25:427. 1995.

[45] Henri S, Chevillard C, Mergani A, Paris P, Gaudart J,
Camilla C, et al. Cytokine regulation of periportal

fibrosis in humans infected with Schistosoma mansoni: INF-
gamma is associated with protection against fibrosis and TNF-
alpha with aggravation of disease. J Immunol; 169: 929 — 36,
2002.

[46] Ray RB, Meyer K, Steele R, Shrivastava A, Aggarwal BB,
Ray R. Inhibition of tumour necrosis factor (TNF-a)-mediated
apoptosis by hepatitis C virus core protein. J Biol 1998; 273:
2256 — 9, 1998.

Author Profile

First Author Profile:Manar ezz elarab ramadan said |,
Graduated from Ain Shams university, Faculty of Medicine
,December 1996(Very Good).

-Master degree of basic medical science, parasitology,

medical microbiology, immunology and community

medicine 2005, Faculty of Medicine Cairo university(Very
Good).

-MD(Doctorate) degree (basic medical science,parasitology
2008),Faculty of Medicine Cairo university.

-Total Quality Management Diploma in healthcare from Arab
Medical Union ,Arab Institute For Continuing Professional
Development in collaboration with 6th October University
from November 2010 to Jan 2012.

-Certified professional in healthcare quality(CPHQ),(NAHQ)
(National Association for Healthcare Quality) 30/11/2012.-MY
-Current job is Parasitological Fellow in NHTRI,Egypt.
Research work

In 2005 to submit for the Master degree,it was(Sensitivity of
trichrome stain versus ELISA in diagnosis of giardiasis )under
supervision of Prof:Abdulla Michal Boghdadi,Prof:Amal
Mohame Nour El Hoda and Mousa Abdel Gwad Mousa.

-In 2008 to submit MD degree under supervision of Prof:Galila
Amed Bassiony,Maysa Mohamed Kamel ,Amal

Mohamed Nour El Hoda and Ahmed Hussein Mahmoud it
was(circulating antigen levels in different clinical forms of
schistosoma mansoni infections).

Membership

-Medical lab consultant from Egyptian medical syndicate since
2011.

-Member of ArCQQA(Arab Centre for Quality and Hospital
Qualification for Acreditation)Arab Medical Union 2011.
-Member of African society of quality(non-profit and non-
governmental registration number 35120f 2009.Giza,Cairo.
Achievements: | have experience in direct (microscopical)
examinations, staining and indirect practical methods for
dealing with specimens for parasitological diagnosis of

human medical parasites.

-During my work at the department of parasitology in National
Hepatology and Tropical Medicine Research
institute(NHTRI)in  Cairo,l trained on different
techniques used in parasitology research work:
a.ELISA.

b.Dot-ELISA.

c-Detection of blood parasites using different stains like
Giemsa stain and safranin.

d-Detection of protozoa using different stains like Iron
Haemtoxylin and Trichrome stain.

-1 have experience in training technicians working in the same
field both practical and theoretical courses.

-Sharing in the practical part of the researches implemented in
the NHTRI.

- | have experience in training for students at last year of
Faculty of Science who learned parasitology.

-Sharing with health projects in MOH like prevalence of
parasitological diseases among children in different
governorates.

-Excellent Dealing with computer skills (windows,words
,power point, excel and internet).

-Sharing In training and qualifications for hospitals seeking for
accreditation in Egypt through ArcQQA(Arab center for
quality and qualification of hospitals for accreditation),Arab
Institute for continuous professional development(AICPD),
Arab Medical Union.

recent

WOAR Journals

Page 11



Second Author Profile Mohamed Ezz Elarab Ramadan Sayed,
Egyptian, my qualifications as follows:M.B., B.Ch. Faculty of
Medicine — Ain Shams University, 1991, very good
grades.Master Degree (Internal Medicine) — Ain Shams
University, 1996, good grades.MD Degree (Internal Medicine)
— Ain Shams University, in April 2009.Consultant
Gastroenterologist and Hepatologist in teaching hospitals and
institute organization as registered in Egyptian Medical
Syndicate since 2012.
Achievements:
Have an Excellent Experience in ultrasound of liver and Liver
biopsy, in Antiviral therapy (Pegylated Interferon),Proper
selection of patients who are candidate for therapy, follow up,
when to stop therapy to get a high response rate,in dealing with
patient with focal lesion in the Liver and in Endoscope:

Diagnostic upper GIT Endoscope.

Band ligation of esophageal varices

Sclerotherapy of esophageal varices

Histoacryl injection of fundal varices

Biopsy Taking
Sharing in endoscope workshop as a Trainer Colonoscopy.
| was the Discoverer of Lead poisoning in Egypt ,2007.
Membership: Egyptian Society of Hepatology— Member
Research work ;
In the field of Interferon Therapy for Patients with Hepatitis C.

=

- i
A
Third  Author:Profile: Mervat  Shafik ~ Mohamed
Yousef,graduated from Ain Shams University ,faculty of
medicine,1992 master degree in clinical and chemical
pathology,1996,Ain Shams University ,faculty of medicine and
MD degree in the same field and same university on 2000.My
current job is a professor of clinical and chemical pathology
faculty of medicine,Ain Shams Univeristy and Assistant
Director of Ain Shams Specialized University Hospital
laboratory .
Membership: Egyptian Society of Laboratory — Medicine.

Egyptian Society of Hematological Disease.

Achievements:
-lam One of the Initiative team for High Performance Liquid
Chromatography (HPLC) in Ain Shams University Hospital .
-Assistant Director of Ain Shams Specialized University
Hospital laboratory since 1/1/2011 till now
- Supervising a lot of Thesis of Master and M.D. Degree in
Clinical pathology, pediatric and Internal Medicine
Departments.
- Attendance of annual symposium of Egyptian Society of
Laboratory Medicine .
- Attendance of the last 4 years of Quality Improvement Week
including this year (Patient Safety a challenge, a Commitment,
a fulfillment).
-Sharing in Diagnostic Laboratory Medicine Seminars by
giving a lecture about Laboratory Informatics.

-Sharing in continuous Education in Hera General Hospital
/KSA by 2 Lectures :

a. Diabetic Nephropathy.

b. Point of Care Testing.
- Speaker in Laboratory Slandered Implementation of Hera
General Hospital/KSA by giving 4 Lectures:
a. Acceptance and Validation of a new method or instrument.
b. Critical Values.
c. Documentation of linearity limit.
d. Utilization of QC runs.
Publications:
[ 1] Conventional and molecular cytogenetic analysis of 9p21
deletion as an independent prognostic factor in childhood
&adult ALL , The Egyptian Journal of Haematology, Vol. (32),
No. (4), September 2007, p. 315-331.
[2] Comparative genomic hybridization technique in
comparison with conventional cytogenetic analysis as a
sensitive diagnostic and prognostic molecular tool in childhood
ALL, The Egyptian Journal of Haematology, Vol. (33), No.
(3), June 2008, p. 237-254
[3] Interleukin-8 and vascular endothelial growth factor as
markers of neurodevelopmental outcome in infants and
children with bacterial meningitis and meningeoencephalitis,
The Egyptian Journal of Pediatrics; vol (25), No. (2&3),
June&september 2008, p. 295-309.
[4] Serum Apolipoprotein Al and Apolipoprotein B-100 in
patients with protein energy malnutrition: relation to severity of
hepatic steatosis, The Egyptian Journal of Pediatrics; vol(25),
No. (4), December 2008, p. 687-702.
[5] Relapse of inflammatory bowel disease: diagnostic role of
fecal calprotectin, The Egyptian Journal of Pediatrics; vol(26),
No. (1), March 2009, p. 189-2.
[6] Urinary vanillyl mandelic acid in newborns with hypoxic
ischemic encephalopathy, The Egyptian Journal of Pediatrics;
vol(25), No. (2&3), June&september 2008, p. 471-483.
[7] Lipid Profile, Apolipoproteins A and B in Children With
Epilepsy, Journal of child neurology,2008;23.p:1275-1281. can
be http://jcn.sagepub.com
[8] Serum Tumour Necrosis Factor —Related Apoptosis
Inducing Ligand (TRAIL)in Juvenile Onset Systemic Lupus
Erythromatosus, Life Science Journal ,volume (10) no. 1
jaunary —March 2013:835-842.
[9] Prognostic significance of monosomy 7 and trisomy 8 in
pediatric acute myeloid leukemia, The Egyptian Journal of
Haematology, Vol. (33), No. (3), June 2008, p. 169-185..
[10] Quantification of BCR/ABL fusion transcripts in chronic
myeloid leukemia: follow up of therapeutic regimens and
detection of minimal residual disease by real-time
polymerase chain reaction, The Egyptian Journal of
Haematology, Vol. (35), No. (1), January 2010, p. 62-69.

WOAR Journals

Page 12


http://jcn.sagepub.com/

