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INTRODUCTION

Gastric carcinoma ranks second in cancer deaths
worldwide due to late presentation, poor treatment
options and aggressive disease course.1 Having
particularly high mortality rates in Asia, South America
and Central Europe, it is twice as common in males as
in females.2 There is great emphasis on early detection
of precancerous conditions because full blown carci-
noma has a depressing outlook.3 Studies in Pakistan
have also reported a high prevalence of gastric
carcinoma and its precancerous lesions but none as yet
reported prevalence of precancerous lesions with
special emphasis on patients of chronic gastritis.4,5

Gastric carcinogenesis is a multistep process with
intervening precancerous lesions, providing opportunity
to decrease mortality by halting this process and early
detection of stomach cancer.6,7 According to Correa's
model of carcinogenesis, gastric carcinogenesis is a
multistep process. The precancerous lesions implicated
in these steps are potentially reversible changes.3,6 So
the clinician should look for these lesions, as to detect

the abnormality at reversible stage rather than permitting
the lesions to become full blown cancer. Gastric
carcinoma pathogenesis is supposed to be the result
of a mixture of environmental factors, including
Helicobacter pylori (H. pylori) infection, excessive salt
intake, low vegetable and fruit intake and the
accumulation of specific genetic alterations.3,6 H. pylori
prevalence rate is high in Pakistan, India and
Bangladesh particularly in paediatric population. Once
acquired, this bacterium is able to establish lifelong
relationship with its host.7

The problem in the set-up is that gastric cancer is often
diagnosed at advanced stages leading to a very poor
prognosis.  Few centres put stress on early detection of
gastric carcinoma in potential candidates. An expanded
and long-term precancerous process, lasting for
decades, precedes most gastric cancers. It includes
the following sequential steps: chronic active gastritis,
multifocal atrophy, intestinal metaplasia, and intra-
epithelial neoplasia (dysplasia).5,7 An early diagnosis
and treatment of H. pylori infection with chronic gastritis
is a prudent investment and the goal of H. pylori
treatment is complete elimination of organism. This
includes triple therapy which combines two or more
antibiotics with an anti-secretory agent.8-10

Based on the frequency of precancerous lesions,
specific recommendations for obtaining biopsies in such
patients  can achieve an early detection of precancerous
gastric lesions and hence a favourable outcome through
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either treatment or prevention of progression of precan-
cerous lesions. 

The aim of this study was to determine the frequency of
precancerous changes in gastric biopsy specimens
obtained through endoscopy from patients having
chronic gastritis and dyspeptic symptoms for 6 months
who had not responded to targeted medical therapy.

METHODOLOGY

This prospective case series was conducted at Liaquat
National Hospital, Karachi, from July 2008 to January
2009. Specimens were collected by employing non-
probability purposive sampling technique. Sample size
was calculated as 375, at p = 58%, d = 5% and
confidence level = 95%. Patients belonging to either
gender, whose endoscopic gastric biopsies had been
received were enrolled after verbal informed consent
was taken. Duplicate samples from same patient or
samples from patients with a known carcinoma, ulcer,
polyp and pernicious anaemia or from patients on known
calcium antagonists, nitrates, theophyllines, bispho-
sphonates, corticosteroids and non-steroidal anti-
inflammatory drugs were excluded. All samples were
processed as per standard guidelines including steps of
fixation by 10% formalin, dehydration by increasing
concentration of ethyl alcohol (70%, 80% and 90%),
clearing by xylene and final preservation by paraffin
wax and then stained with routine Hematoxylin and
Eosin (H & E) stain for evaluation. Data was collected on
proforma including patient's demographics like age
and gender and by microscopic examination, presence
of activity, activity with Helicobacter pylori, atrophy,
metaplasia and dysplasia.

Data was stored in Statistical Package for Social
Sciences (SPSS) Windows version 10.0 statistical
package. To determine significance of any difference in
age between patients with and without the precancerous
conditions, T-test was used. To determine significance of
difference in gender between patients with and without
the precancerous conditions, Chi-square test was used.
P-value of less than 0.05 was considered significant;
95% confidence interval was computed for proportion of
specific precancerous lesion.

RESULTS

A total of 375 patients were included in this study
fulfilling the inclusion criteria. None of the biopsies was
inadequate for histopathological evaluation. Patients'
mean age was 41.3 ± 13.3 years ranging from 16 – 75
years. There was an equal distribution of gender seen.
Chronic active gastritis was encountered in most cases
(n = 181, 48.3%), strongly associated with the presence
of Helicobacter pylori organisms, where Helicobacter
pylori were seen in 175 (96.6%) biopsies out of the 181
cases of chronic active gastritis. Atrophy was present in

9.6% biopsies whereas intestinal metaplasia was found
in fewer number i.e. in 31 (8.3%) biopsies. Dysplasia,
which was the least common lesion, was present in only
5 (1.3%) patients. Some biopsies exhibited more than
one lesion. Precancerous lesions were found in 232
(61.9%) biopsies out of 375 biopsies. Mean (±SD) age of
precancerous positive patients was 42.2 ± 13.1 years
and precancerous negative patients was 39.7 (±13.6),
insignificant difference found to be p = 0.078, (min – max
= 16 – 65 years). Out of 232 positive cases, 160 (69%)
patients had age between 31 – 60 years. Gender
distribution of precancerous lesions was also noted and
the proportion of precancercous lesion positivity was
significantly higher in males (p = 0.003, Figure 1). Other
biopsy findings with respect to gender are shown in
Table I. Proportion of chronic active gastritis depicted by
activity was also significantly high in males. However,
proportion difference of atrophy was statistically
insignificant between gender, out of 36 cases, 20
(55.6%) were males and 16 (44.4%) were females.
Proportion of intestinal metaplasia in accordance with
gender was again significantly high in males. Among the
dysplasia cases, 3 (60%) were females and 2 (40%)
were males. Biopsy findings with respect to age groups
(i.e. ≤ 40 years and > 40 years) are detailed in Table II.
Proportion of chronic active gastritis was significantly
high in age group ≤ 40 years at p < 0.05. The percentage
of dysplasia was significantly high in age group > 40
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Figure 1: Gender distribution of precancercous lesions (n = 232).

Table I: Gender distribution of other biopsy findings in patients with 
chronic gastritis (n = 375).

Male Female p-values

Activity (chronic active gastritis) 103 (56.9%) 78 (43.1%) **0.0084+

Activity and Helicobacter pylori 98 (56.3%) 76 (43.7%) **0.0200

*At chi-square = 6.935 + Significant, **At chi-square = 5.411 +Significant.

Table II: Endoscopic gastric biopsies finding of chronic gastritis in age
(n = 375).

Age (years) < 40 Age (years) > 40 p-values*

Activity(Chronic active gastritis) 105 (58%) 76 (42%) **0.002+

Activity and Helicobacter pylori 101 (58%) 73 (42%) **0.002+

Dysplasia 0 5 (100%) 0.0617 n.s
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years with all the cases of dysplasia having age more
than 40 years. The proportion of atrophy was again high
in age > 40 years, out of 36 cases, 33 (91.7%) cases
had age > 40 years while only 3 (8.3%) cases had age
≤ 40 years. Proportion of intestinal metaplasia was also
significantly high in age > 40 years, out of 31 biopsies,
28 (90.3%) cases had age > 40 years and only 3 (9.7%)
cases had ≤ 40 years.

DISCUSSION

Gastric cancer often presents at an advanced stage and
at that stage most patients have very short survival.18

The global incidence of gastric cancer is still quite high
with approximately 870,000 new cases and 650,000
deaths per year. The estimated current incidence of
gastric cancer is approximately 16.2/100,000 persons/
year.19 Gastric cancer in Karachi fall into the archetype
of a low risk developing country pattern, but increasing
incidence has been reported recently. This is most
marked in males above 40 years of age.20 The process
of carcinogenesis engages a slow but continuous
stepwise progression from active gastritis leading
to adenocarcinoma.21,18 Intestinal-type GC typically
arises in the setting of chronic active gastritis, usually
caused by Helicobacter pylori and develops through
intermediate stages.The chronic aggression to the
gastric epithelia eventually causes the appearance of
preneoplastic lesions and increases the risk of gastric
cancer. It has become evident that Helicobacter pylori
eradication by antibiotic treatment combined with proton
pump inhibitor (PPI) serves as the primary chemo-
prevention strategy to reduce gastric cancer incidence.
Moreover, the eradication therapy reduces gastric
cancer incidence in patients without any precancerous
lesions at the baseline and is most effective before the
development of atrophic gastritis.22

In this study, atrophic gastritis and intestinal metaplasia
were assessed separately, in conformity with the
updated Sydney system.23 In order to prevent
misclassification, the less advanced lesions that were
indefinite for dysplasia were classified as reactive atypia,
rather than dysplasia. In this study, the precancerous
lesions were seen more frequently in males. This
possibly represents same etiological factors (ecological,
genetic and life-style factors like smoking etc.) for
precancerous lesions and gastric carcinoma in males,
as the incidence of gastric carcinoma is also increasing
significantly in male population of Karachi.20 This may
be because some proposed causative factors for
premalignant lesions, such as smoking and tobacco use,
are more prevalent in males. In international studies,
frequency of precancerous lesions increases with
increasing age, however, precancerous lesions present
in patients over 60 years of age, was only 7.3% of total
in this study. The likely explanation for this is that out of
a total 375 biopsies, only 25 patients were more than 60

years of age, so the age distribution of precancerous
lesions could not reach statistical significance due to
small number of patients falling in that age group.
However, age is known as an important factor governing
the histological progression.3

The most common lesion was chronic active gastritis
and the additional significant finding of spiral bacterium
Helicobacter pylori signifies the chronic aggression by
H. pylori to the gastric mucosa which finally results in the
appearance of preneoplastic lesions and increases the
risk of gastric cancer.

In most of the other studies of this sort, patients with
symptoms of dyspepsia were selected, whereas, the
authors were more focused and wanted to be target
specific so that only those patients with symptoms of
dyspepsia were included that showed endoscopic
chronic gastritis. However, the present results were in
concordance with those seen in other international
studies, most probably because most patients with
symptoms of dyspepsia show signs of endoscopic
gastritis.24,25

Limitations of this study include confounders such as
biopsy sampling and focal nature of the precancerous
lesions which may alter results subject to sampling error.
The fact that the population in this study lived in a
relatively open society and had varying living conditions
or habits, may enhance the effects of other mixed factors
such as intake of fresh vegetables, salt consumption,
water intake. Unfortunately, the intra-gastric distribution
of pre-malignant lesions could not be evaluated in this
study because the data regarding the exact site of
biopsy and number of biopsies taken from each
compartment within the stomach was not available.
Therefore, for the evaluation of pre-malignant lesions, a
more extensive biopsy sampling may be required.

This study provides important insight into precancerous
lesions and that precancerous lesions are common in
patients with chronic gastritis. Helicobacter pylori
associated chronic active gastritis is the most common
pre-malignant gastric lesion. It can, therefore, be
assumed that all subsequent stages have a background
of chronic active inflammation of the gastric mucosa. It
was also found that advanced precancerous gastric
lesions increase with age (> 40 years) depicting age as
an important factor. In addition, there was gender
predilection and the lesions were more commonly seen
in males. It is recommended that gastric biopsy
histological evaluation should be done in all patients with
chronic gastritis. Follow-up and preventive strategies in
patients with established pre-malignant lesions is highly
recommended.

CONCLUSION

Precancerous lesions were encountered with significant
frequency in patients with endoscopic chronic gastritis.
Based on these findings, it is proposed that it is a



rational approach to get biopsies from patients with
endoscopic chronic gastritis, which can allow us to
detect precancerous lesions thus providing opportunity
to apply primary chemo-preventive strategies along with
lifestyle changes and halt initial steps of the gastric
carcinogenic cascade.   

REFERENCES
1. Arif M, Syed S. Association of Helicobacter pylori with carcinoma

of stomach. J Pak Med Assoc 2007; 57:337-41.

2. Elso CM, Lu X, Culiat CT, Rutledge JC, Cacheiro NL, Generoso
WM, et al. Heightened susceptibility to chronic gastritis,
hyperplasia and metaplasia in cKcnq1 mutant mice. Hum Mol Genet
2004; 13:2813-21.

3. Malekzadeh R, Sotoudeh M, Derakhshan MH, Mikaeli J,
Yazadanabad A, Merat S, et al. Prevalence of gastric
precancerous lesions in Ardabil, a high incidence province for
gastric adenocarcinoma in the northwest of Iran. J Clin Pathol
2004; 57:37-42.

4. Afzal S, Ahmad M, Mubarik A, Saeed F, Rafi S, Saleem N, et al.
Morphological spectrum of gastric lesions-endoscopic biopsy
findings. Pak Armed Forces Med J 2006; 56:143-9.

5. Jhala NC, Siegal GP, Klemm K, Atkinson BF, Jhala DN.
Infiltration of Helicobacter pylori in the gastric mucosa. Am J Clin
Pathol 2003; 119:101-7. 

6. Leodolter A, Ebert MP, Peitz U, Wolle K, Kahl S, Vieth M, et al.
Prevalence of H. pylori associated 'high risk gastritis' for gastric
cancer in patients with normal endoscopic findings. World J
Gastroenterol 2006; 12:5509-12.

7. Hamilton SR, Aaltonen LA, editors. World Health Organization
classification of tumours. Pathology and genetics of tumours of
the digestive system. Lyon: IARC Press; 2000. 

8. Zeng ZR, Hu PJ, Hu S, Pang PR, Chen MH, Ng M, et al.
Association of interleukin 1B gene polymorphism and gastric
cancers in high and low prevalence regions in China. Gut 2003;
52:1684-9. 

9. Hassan SR, Abbas Z. Presence of Helicobacter pylori in
dyspeptic patients with endoscopically normal stomach. Pak J
Med Sci 2007; 23:335-9.

10. Rahman M, Mukhopadhyay AK, Nahar S, Datta S, Ahmad MM,
Sarker S, et al. DNA-level characterization of Helicobacter pylori
strains from patients with overt disease and with benign
infections in Bangladesh. J Clin Microbiol 2003; 41:2008-14.

11. Kauser F, Hussain MA, Ahmed I, Ahmad N, Habeeb A, Khan AA,
et al. Comparing genomes of Helicobacter pylori strains from
high-altitude desert of Ladakh, India. J Clin Microbiol 2005;
43:1538-45.

12. Parkin DM, Bray F, Ferlay J, Pisani P. Global cancer statistics,
2002. CA Cancer J Clin 2005; 55:74-108.

13. Kim HS, Lee JS, Freund JN, Min KW, Lee JS, Kim W, et al. CDX-
2 homeobox gene expression in human gastric carcinoma and
precursor lesions. J Gastroenterol Hepatol 2006; 21:438-42. 

14. Wang L, Zheng L, Wang SY, Zhu TF, Zhu HG. Clonal analysis of
gastric carcinoma and precancerous lesions and its relation to
Ki-67 protein. Neoplasma 2009; 56:48-55.

15. Petersson F, Borch K, Rehfeld JF, Franzén LE. A morphometric
study of antral g-cell density in a sample of adult general
population: comparison of three different methods and
correlation with patient demography, Helicobacter pylori
infection, histomorphology and circulating gastrin levels. Int J
Clin Exp Pathol 2009; 2:239-48.

16. Koh H, Noh TW, Baek SY, Chung KS. Nodular gastritis and
pathologic findings in children and young adults with
Helicobacter pylori infection. Yonsei Med J 2007 30; 48:240-6.

17. Tredaniel J, Boffeta P, Buiatti A, Saracci R, Hirsch A. Tobacco
smoking and gastric cancer: a review and metaanalysis. Int J
Cancer 1997; 72:565-73.

18. Buffart TE, Carvalho B, Mons T, Reis RM, Moutinho C, Silva P,
et al. DNA copy number profiles of gastric cancer precursor
lesions. BMC Genomics 2007; 8:345.

19. de Vries AC, Meijer GA, Looman CWN, Casparie MK, Hansen
BE, van Grieken NCT, et al. Epidemiological trends of pre-
malignant gastric lesions: a long-term nationwide study in the
Netherlands. Gut 2007; 56:1665-70.

20. Ahmed M, Manssor A, Khan AH, Iqbal J. Gastric carcinoma:
a study of 100 cases in northern Pakistan. Trop Doct 1992; 22:
27-9.

21. Correa P, Haenszel W, Cuello C, Tannenbaum S, Archer M.
A model for gastric cancer epidemiology. Lancet 1975; 2:58-60.

22. Kabir S. Effect of Helicobacter pylori eradication on incidence
of gastric cancer in human and animal models: underlying
biochemical and molecular events. Helicobacter 2009; 14: 159-71.

23. Tanaka A, Kamada T, Inoue K, Shiotani A, Kusunoki H, Manabe
N, et al. Histological evaluation of patients with gastritis at high
risk of developing gastric cancer using a conventional index.
Pathol Res Pract 2011; 207:354-8.

24. Hashemi MR, Rahnavardi M, Bikdeli B, Zahedani DM. H. pylori
infection among 1000 southern Iranian dyspeptic patients.
World J Gastroenterol 2006; 12:5479-82.

25. Kim HY, Hahm KB, Choi MG, Rew JS, Seol SY, Chun HJ, et al.
Prospective multi-center trial for the efficacy of ecabet sodium on
the relief of dyspepsia in Korean patients with chronic gastritis.
J Clin Biochem Nutr 2007; 41:160-8.

Saroona Haroon, Naveen Faridi, Faisal Rashid Lodhi and Shafaq Mujtaba

250 Journal of the College of Physicians and Surgeons Pakistan 2013, Vol. 23 (4): 247-250


	eCommons@AKU
	April 2013

	Frequency of precancerous lesions in endoscopic gastric biopsies in chronic gastritis
	Saroona Haroon
	Naveen Faridi
	Faisal Rashid Lodhi
	Shafaq Mujtaba
	Recommended Citation


	tmp.1538023047.pdf.Cf34U

