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ABSTRACT:
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The study was carried out to determine the prevalence of H. pylori antibodies in patients with chronic
liver disease (CLD), by detecting the presence of stool antigen (HpSA), serum, and salivary anti-H.
pylori antibody using ELIZA and compared with Rapid Urease test (gold standard). A one hundred and
seventy six endoscopy were carried out for patients with or without chronic liver disease. The result
indicated that among 130 patients with (CLD), and 46 patients without CLD, the commonest endoscopy
diagnosis by gastric biopsy was gastritis (22.72%), duodenal ulcer (17.61%), and Gastric ulcer (11.93%).

The serum antibody positivity was higher (83.0%), followed, HpSA (74.4%), salivary antibody
positivity (71.0%) and rapid urease test (RU) positivity (70.6%). In controls salivary antibody and rapid
urease test positivity was higher than in CLD patients, while HpSA and serum antibody was higher in
CLD patients. On the other hand, it was associated with sex and age. The sensitivity and specificity of

HpSA were 94.6% and 91.6%, respectively.
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INTRODUCTION:

Infectious diseases are now being implicated
frequently as the cause of the diseases that have
been considered previously to be of non-
infectious etiology. Infection by Helecobacter
pylori is one of them. Many diseases, from short
stature to hepatic diseases, have been related to
this micro-organism. H. pylori results in a low
grade chronic inflammatory process of gastric
mucosa and it has been suggested that this may

lead to elevation of IgG antibody for prolonged
period. H. pylori is also associated with coronary
artery disease, rosacea, cerebrovascular disease,
growth retardation in children, and Raynaud’s
phenomenon (1, 2, 3).

H. pylori is a Gram negative spiral, motile
bacterium lives in stomach, that can be
transmitted oral-oral and fecal-oral, it has been
detected in dental plague, saliva and feces (4).

Chronic liver diseases (CLD) including
(hepatitis, schistosomiasis and autoimmune
hepatic disease) have an impact on dental
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practice. The fear of hepatitis virus transmission
in the dental clinic was a major concern,
currently, managing chronically ill patients with
hepatic disease is a challenge for dental
practitioners (5). H. pylori have been linked to
hepatitis A virus (HAV) because of their shared
route of transmission through fecal -oral
contamination. The association between the H
.pylori and HAYV is possibly due to similar local
conditions (6, 9).The high seroprevalence of
antibodies to H. pylori in patients with hepatitis C
virus (HCV)-positive liver diseases explain the
elevated incidence of peptic ulcer in such patients
(10). H. pylori infection has been reported to be
prevalent in patients with CLD. In addition to its
link to HAV it has been identified as a possible
cause of gastric wears seen in patients with
hepatitis C virus (9, 11).

H. pylori can be detected by several methods
such as culture of gastric biopsy samples which(
is the most specific method for diagnosis of
infection, but it is difficult), polymerase chain
reaction (PCR),rapid urease (RU), and enzyme-
linked immunosorbent assay ELISA (12-
14).Hence non-invasive methods for detecting H.
pylori, such as salivary ELISA, rapid blood test
(agglutination test), serum and stool ELISA can
be used in children in whom-those procedures are
not easily tolerated(15,16).Salivary ELISA could
be useful as a non-invasive technique for
detection of H. pylori infection; there are several
studies on the residence of the bacteria in the
mouth and the possibility that dental plaque could
be a source of reinfection in case of eradication
(17, 18).

This study described the detection of H
pylori in patients with chronic liver diseases and it
was the first one in Irag.

MATERAL &METHODS:

Cases were CLD patients with hepatitis B
virus (HBV) infection, HCV positive, having
autoimmune hepatic disease or cancer. The liver
diseases patients were attending the endoscopy
unit in gastrointestinal & hepatology teaching
hospital and medical Baghdad city for possible

gastric or duodenal disease during (10/2009-
2/2011). Controls include patients attending the
endoscopy unit because of gastric disease but free
of hepatic disease, as determined by a normal
liver enzyme profile.

Mucosal biopsy specimens were taken from
observation areas and sent to the pathology
laboratory for detection of H. pylori. Patient's data
were recorded, including age and sex.

Whole saliva was collected on the day of
endoscopy by accumulated saliva into a graded
sterile tube, and stored at -20C until analyzed.

Stool samples for the HpSA test were taken
from patients. Detection of H. pylori antigens in
stool was carried out by ELISA polyclonal
antibody test.

Serum and saliva samples of patients with
CLD and controls were tested of anti-H. pylori
antibodies using ELISA test. Elevated 1gG or IgA
antibody titers were considered to indicate current
H .pylori infection.

The frequency of H .pylori infection among
CLD patients and controls was stratified by
independent variables (age and sex).The chi
squared test was used to determine significance
and association.

RESULTS & DISCUSSION:

The endoscopy results showed that, gastritis
duodenal ulcer, and gastric reflux were the
commonest diagnosis (Table 1).
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ENDOSCOPY FINDING NO. Yo
(Gastritis 40 22.72
Duodenal ulcer 31 17.61
Gastric ulcer 21 11.93
Gastric reflux 16 0.09
Gastric dysplasia 10 5.65
Duodenitis 10 5.65

Peptic ulcer 5 2.84
Nommal 43 24.4

Total 176 100

The prevalence of H. pylori infection in patients
with HBV-related, HCV-related, HBV and HCV-

Feb./2012

related, were 70.8%, 20%, and 3.1%, respectively

(Table 2).

Table- 2: Percentage of endoscopy patients
according to Cause of chronic liver diseases.

CAUSES NO. %
HCV 02 70.8
HBV 26 20

HCV+HBV 4 3.1
Autoimmune 4 3.1
Cancer 3 2.3

Unknown 1 0.8

Total 130 100

The anti-H. pylori positivity in serum revalas
higher percentage (83.0%), followed by HpSA
positivity (74.4%), then salivary positivity (71.0
%). In controls RU positivity was higher (29.4)

than in CLD patients (Table 3). On the other
hand, it was associated with sex and age (Table

4).
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Table- 3: Percentage of H. pylori positivity among
endoscopy patients.

CLD PATIENTS CONTROLS
TEST NO. % NO. %
HpSA:
+ve 99 T4 4* 34 256
Ve 31 720 12 280
Rapid urease:
+ve 72 70.6 30 204
ve 58 784 16 21.2
Salivary Ab :
+ve 88 71.0 36 290
Ve 42 808 10 192
Serum Ab:
+ve 51 8307 10 16.4
ve 79 68.7 36 il3

*=statistically significant at P<0.05.

Table- 4: Percentage of H. pylori positivity with variables among
endoscopy patients.

HPYLORI
VARIABLE Positive Negative
No. %2 No. %o
Age (years)
Mean(SD) 48.5 16.4 30.5 83
Sex
Male 36 365 43 435
Female 38 49 4 39 50.6
SD=standard deviation. P=0.581.

The increased rate of H. pylori infection in Helicobacter pylori infection has been

patients with CLD has been explained in some
studies, higher rates of gastric colonization with
H. pylori by (16- 18).However, other studies have
found lower H. pylori infection in CLD.A proper
interpretation of the studies investigating the
prevalence of H. pylori infection in patients with
liver disease, several factors, such as diagnostic
methods, geographic and racial differences in H.
pylori prevalence should be considered (19).The
high infectivity rates (70%-91%) among
endoscopy patients have been reported in Europe,
the United States of America and Africa (20- 22).

intensely studied in patients with CLD. The
possibility of common routes of transmission as
well as the frequent presence of gastric disease in
such patients has been reported (23). Most of the
ammonia is of gut origin where it is produced by
the bacterial flora. Stomach when infected with H.
pylori is an alternative site of ammonia
production. Normally the ammonia is extracted by
the liver therefore, in liver failure large quantities
reach the systemic circulation because of porto-
systemic shunting and impaired ureagenesis. The
role of H. pylori as a cause of hyperammonaemia
in patients with liver diseases has still not been
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fully clarified (24). The reduction in blood
ammonia levels after H. pylori eradication found
in some studies has been attributed to a
nonspecific effect of antibiotic therapy on
ammonia producing gut flora rather than H. pylori
eradication (25).

The H. pylori stool test is a simple, non -
invasive method for accurate diagnosis of H.
pylori infection. Studies that use HpSA tests
report higher prevalence than the studies that use
the rapid urease test, histology as in our study.
The sensitivity and specificity of HpSA were
94.6% and 91.6%, respectively; this result was in
agreement with (26) which report the sensitivity
of HpSA 93.1%, and specificity 95%.

The relatively high prevalence of H. pylori
infection in CLD in our study can also be partially
explained by the difference in the diagnostic
methods used in the setting of H. pylori infection.
Antibodies to H hepaticus, often cross reacts with
H pylori, occur frequently in patients with chronic
liver diseases, with no clear cut relation to
specific diagnostic groups. The pathogenic
significance of these findings is not known (18).
In general, studies that use serologic tests (IgG to
H. pylori) report higher prevalence than the
studies that use the rapid urease test, histology, or
urea breath test for detection of H. pylori,
serologic determination of H. pylori infection may
lead to confounding results (27). Residence of H.
pylori in saliva, dental plague and periodontal
pockets is of major importance in order to achieve
eradication(11).The value of salivary antibody
detection as a non-invasive tool for diagnosis of
H. pylori infection has been increasingly
explored, especially in wide screening and child
management (26,27). It was found that when 4
cytotoxin genotypes were analyzed by polymerase
chain reaction (PCR) in stomach and salivary
isolates, there was 27% agreement between
stomach H. pylori isolates and their corresponding
saliva DNA in all 4 genotype, 60% agreement
with 3 genotypes, 85% agreement with 2
genotypes and 95% agreement with at least 1
genotype. It has been suggested that more than 1
strain of H. pylori may exist in the stomach and

saliva in the same patient. So salivary antibody
tests are not indicated for the clinical diagnosis of
H. pylori infection, they may be useful for
prevalence surveys, it has been recommended as a
valuable tool for studies of the epidemiology of
H. pylori (12, 28). The 2007 Maastricht
Consensus Report on H. pylori diagnosis and
treatment does not recommend serological
determination of H. pylori infection in routine
clinical practice. It also recommends that the
primary diagnosis of H. pylori infection should be
established by rapid urease test and/or histology
(28).

This study showed that serum, HpSA and
saliva positivity was higher among CLD patients,
than control, while saliva antibody and (UR)
positivity was higher among CLD patients group
this may be due to fact that most of these patients
underwent endoscopy because of gastric disease
and thus possible H. pylori infection.

REFFRENCES:

1- Ponzetto, A.:Extragastrointestinal diseases and H.
pylori. In Roda E, Festi D, Mazzella F. Meeting
Report of update on H. pylori research.
European J of Gastroenterology and Hepatology
.9: 613-28(1998).

2-Gasbarrini, A., Ferricehio, M.,and Tondi,
P.:Association of H. pylori infection with
Raynaud’s phenomenon. Lancet. 348: 866-
7(1996).

3-Warren, J.R., and Marshall, B.J.: Unidentified
curved bacilli on gastric epithelium in active
gastritis. Lancet.1:1273-75(1983).

4-Kabir, S.: Review article: Clinic-based testing for
H.pylori infection by enzyme immunoassay of
feces, urine  and saliva. Alimentary
Pharmacology & Therapeutics. 17(11):1345-
5(2003).

5-Goosen, C.: Evaluation of a novel hemi nested PCR

assay with based on the phosphoglucosamine
mutase gene for detection of H.pylori in saliva

13



J. Thi-Qar Sci.

Vol.3 (2)

Feb./2012

and dental plague. J.Clin. Microbiol. 40:205-
9(2002).

6-Luzza, F. , Tom E., Moritz, Luis,S. Marsano,:
Seroepidemiology of H.pylori infection and
hepatitis A virus in rural area: evidence against a
common of transmission. Gut. 4(2):164-8(1997).

7-Ponzetto, A., Pellicano, R., Leone, N., Berrutti, M.,
Turrini, F.,and Rizzetto M.: Helicobacter pylori
seroprevalence in cirrhotic patients with
hepatitis B virus infection. Neth. J. Med.56:206-
10(2000).

8-Chen, N.L., Bai, L., Deng, T., Zhang, C., Kong,
Q.Y., and Chen, H.: Expression of hepatitis B
virus antigen and Helicobacter pylori infection
in gastric mucosa of patients with chronic liver
disease. Hepatobiliary Pancreat Dis. Int. 3:223-
25(2004).

9-Ponzetto, A., Guillermo, P.and Gubbins,:
Epidemiological features of infection in patients
with hepatitis C virus positive chronic liver
disease. New Microbiology 26(4):321-8(2003).

10-Querioz, D.M.: Association between H.pylori
infection and cirrhosis in patients with chronic
hepatitis C virus. Dig.Dis.Sci. 5(2):370-3(2006).

11-Shahin, W.A., Abdel-Baset, E.Z., Nassar, A K.,
Atta, M,M., Kabil ,S,M.and Murray,J.A.: Low
incidence of Helicobacter pylori infection in
patients with duodenal ulcer and chronic liver
disease. Scand. J. Gastroenterol. 36:479-84(
2001).

12-Makristathis, A., Arakawa, T., Higuchi, K.,and
Kuroki, T.: Two enzyme immunoassays and
PCR for detection of H.pylori in stool specimens
from pediatric patients before and after
eradication therapy. J. Clin. Microbiol. 38:3710-
14(2000).

13-Schabereiter Gutner, C., Sanfeliu, I. Musulen, E.
Mas, P.and Dalmau, B.: Novel Real-Time PCR
assay for detection of H.pylori infection and
simultaneous  clarithromycin  susceptibility
testing of stool and biopsy specimens.J. Clin.
Microbiol. 42:4512-18(2004).

14-Megraud, J. Gonciarz, M.and Gonciarz, Z.:
Helicobacter pylori detection and antimicrobial
susceptibility testing. Clin. Microbiol. Rev.
20:280-22(2007).

15- Feteih, R., Abdel-Salam, M., Jamjoom, H. and
Akbar, H.: Salivary anti-H.pylori positivity
among endoscopy patients with chronic liver
disease. East. Med. Health J.15 (6):1371-
78(2009).

16- Zullo, A., Hassan, C.,and Morini, S.: Helicobacter
pylori infection in patients with liver cirrhosis:
facts and fiction. Dig. Liver Dis.35:197-
05(2003).

17- Nilsson,l. Lindgren,S. Eriksson,S. and
Wadstréom,T.: Serum antibodies to Helicobacter
hepaticus and Helicobacter pylori in patients
with chronic liver disease. 46:410-414 doi:
10.1136/gut.46.3.410. (2000).

18- Queiroz, D.M., Rocha, M., Rocha, G.A., Cinque,
S.M.,, Oliveira, A.G., Godoy, A.,and Tanno, H.:
Association  between  Helicobacter  pylori
infection and cirrhosis in patients with chronic
hepatitis C virus. Dig. Dis.Sci. 51:370-73(2006).

19-Sari, Y.S.: Endoscopy diagnosis and CLO test
results in 9239 cases, prevalence of H.pylori in
Istanbul, Turkey.Journal of Gastroenterology and
Hepatology.;22(11):1706-11(2007).

20-Versalovic, J.: Helicobacter pylori: Pathology and
diagnostic strategies. Am. J. Clin. Pathol.
199:403-12(2003).

21-Logan, R.P., Calvet, X., and Roque, M.: ABC of
the upper gastrointestinal tract: epidemiology
and diagnosis of  H.pylori infection.
Br.Med.J.323:920-2(2001).

22-Vair, D., and Cave, D.R.: Noninvasive antigen-
based assay for assessing H.pylori eradication; a
European multicenter study. The European
H.pylori HpSA study group.Am.J.Gastroenterol.
48:287-9(2001).

14



J. Thi-Qar Sci.

Vol.3 (2)

Feb./2012

23-Nandakumar, R., Mas, P., Rivero, E., Sanfeliu, 1.,
and Brullet E.: Effect of H.pylori eradication on
serum ammonia levels in patients with
chronic liver disease. India journal of
gastroenterology. 22(6):221-3(2003).

24-1to, S, Miyaji, H.and Azuma, T.:
Hyperammonemia and H. pylori. Lancet; 346:
124-5(1995).

25-Faruqui AN, Majid U, Ahmad L, Khalil M, Hassan
MU.: Helicobacter pylori stool antigen test
(HpSA) for the diagnosis of gastric infection. J.
Coll. Physicians Surg. Pak. 17(6):316-9(2007).

26-Abdel-Hady, H.: Helicobacter pylori infection in
hepatic encephalopathy to plasma endotoxins
and blood ammonia.Hepatol.Res. 37(12):1026-
33(2007).

27-Cockburn, M., Meddi,P., Folino,S., Lauria,V.,and
Diana,F.:Validation of the saliva-based H.pylori
test, heliSAL, and its use in prevalence surveys.
Epidemiology and infection. 126(2):191-
6(2001).

28-Malfertheiner, P., Megraud, F., O'morain, C.,
Bazzoli, F., EI-Omar, E., Graham, D., unt, R.,
Rokkas, T., Vakil, N., and Kuipers, E.J.: Current
concepts in the management of Helicobacter
pylori infection. Gut. 56:772-81(2007).

Detection of Helicobacter pylori antibodies in Patients with Chronic

Liver Disease in Iraq

O 2B s

bl ) gl

db e Cadslly el | abaa et agd (gra) pilly (eiall 2SI Galily Cubiad) gl dplsd) 4pslll slaal e (gyaill
Gl 0wd SlmaS (Aepall) sl lial alasindy BV) dipley oAl 3 dplsd) dpslell dmivens lallly adl) Jema & alasY)
e @3S s las Gange 130 G ey Bl e deja 2als aha i ehal agilla culll |, Ganye 176 J clblaal)
SV lgil) | (%22,72) sanall Qleill ga alagll planlly lespd JSYI padiil (IS, (aje @3S e clas e Ly 46
(74,4) zoa) lialy (%83) sl Jume & Alle slam¥) dula)) culSy (%11,93) saed) dajs (%17,61) (syie
O Adle Qledll jlaaly el olaal (8 Al dyslall AulaN) cls L (%70,6) sl Dlaal G & (%71,0) lelilasls
Lalsl O ABle a5m e gadall 2SI piage desens G SS) diaddl Ly o palhlad) dpla) cilS syl de gane
sl e %916 5 %94,6slalll Hlial de iy dpwlun il puinls pend) 3 s lalll 3 dlsall 5Ll

15



