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   Dyspepsia – Rome III criteria  

          
                             

 
 

 

 Tack et al. Gastroenterology 2006 

No concomitant bothersome  

heartburn and/or regurgitation  

Epigastric pain 

Epigastric burning 

Early satiety 

Post-prandial fullness 

Presence of chronic symptoms localized in epigastrium and  thought  to 

originate from the gastroduodenal region:  

  

                   Dyspepsia 



 

Statement 1: A non invasive “test-and-treat” strategy is 
appropriate for uninvestigated dyspepsia in population where the 
H. pylori  prevalence is high (> 20%).  
 
This approach is not applicable to patients with alarm symptoms, 
or older patients (age to be determined locally according to 
cancer risk).  
 
It is subject to local cost-benefit considerations. 

Evidence level: 1a                                         Grade of Recommendation: A  

 H. pylori “test and treat” in  

uninvestigated dyspepsia 



Management of uninvestigated dyspepsia:issues 

 
 

 Management strategies include prompt endoscopy -in older subjects 

and those with alarm symptoms - and empirical treatments -H.p. test 

and treat and PPI therapy- in young patients. 

 

 

 The prevalence and  type of endoscopic lesions in dyspeptic patients 

are determinant in choosing the more appropriate management strategy. 

 

 

 The epidemiology of upper endoscopic lesions is changing over time  

 

 A better knowledge of the epidemiology of endoscopic lesions in the 

community and their association with dyspeptic symptoms may 

help improving the management  of  uninvestigated dyspepsia. 

 

 

 

 

 

 

 
 
 

 



The Loiano-Monghidoro study (1033 subjects) – Italy 
Zagari RM et al, GUT 1988 

Zagari RM et al, Gastroenterology  2010 

Zagari RM et al, Am J Gastroenterol  2010 

 

 

The Kalixanda study (1001 subjects) – Sweeden 
Aro P et al, Am J Epidemiol 2005 

Aro P et al, Gastroenterology 2009 

 

 

The systematic investigation of gastrointestinal diseases  

in China (SILC) (1022 subjects) – China 
Zhao Y et al, APT 2010 

Ma X et al, Scand J Gastroenterol 2010 

Zou D et al, Scand J Gastroenterol 2011 

Endoscopic studies in the community 

Systematic Review: What is the prevalence of clinically significant 

endoscopic findings in subjects with dyspepsia ? 
Ford AC et al. Clinical Gastroenterol Hepatology 2010 



Prevalence of Helicobacter pylori  

Endoscopic surveys in the general population 



 73% 

No lesions 

(Functional dyspepsia) 

Peptic ulcer disease   9% 

Gastroduodenal erosions  6% 

Erosive Esophagitis 

Barrett’s esophagus 1% 

Gastric cancer 2% 

 

9% 

  Zagari et al. Gastroenterology, 2010 

The Loiano-Monghidoro study 

Total subjects with endoscopic findings =  27% 

Endoscopic findings in individuals with dyspepsia  

in the Italian population  



A positive test for H.pylori is a good predictor of peptic ulcer 

(OR 2.17, 95%CI: 1.26-3.74) 
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Prevalence of peptic ulcer in dyspeptic  
patients with H. pylori infection 

  

The Loiano-Monghidoro study 



Malignancy in subjects with dyspeptic symptoms 

stratified by presence of alarm symptoms  

Gastric cancer  9.1% 

No 

lesions 

64.9% 

 Alarm symptoms/signs No alarm symptoms/signs 

Gastric cancer 0.4% 

No 

lesions    

72.6% 

Zagari et al, AJG 2010 

Endoscopic findings = 27.4% Endoscopic findings = 35.1% 

The Loiano-Monghidoro study 



Incidence of Gastro-esophageal 

malignancy by age in Italy  
 

Italian Cancer Registry AIRTUM Report 2012 

Gastric cancer 

Esophageal cancer 



Upper GI malignancies in young (< 50 years) 

dyspeptic patients without alarm features 

 in the Primary Care setting  

   

             0.1% (2/1963) 

Vakil N al, Clin Gastroenterol Hepatol 2009 

No malignancies 

97.6% 



 

Age > 45-50 years  

 Presence of alarm features at any age  

 

EGDS 

Reassurance, Reasses diagnosis. 

Consider: Prokinetic agent, Antidepressant and  

                 antianxiety agents            
Zagari et al, BMJ 2008 

Cooke PA et  al, BMJ 2011 

 Management of uninvestigated dyspepsia 
 

EGDS 

PPIs  for 1-2 months 

Fails 

Fails 

Age < 45-50 years and no alarm features 

H pylori  “ test and treat” 

Lifestyle advices and drug modification  

Fails 



Statement 3: H. pylori eradication produces long-term relief in 1 
out of 12 patients with H. pylori and functional dyspepsia.  

This is better than any other treatment. 

Evidence level: 1a                                       Grade of Recommendation: A 

 H. pylori and functional 

dyspepsia 



9 % RR reduction in H.pylori eradication group 

NNT to cure 1 case of functional dyspepsia = 13 

Helicobacter pylori eradication in patients with 

functional dyspepsia: 

The most recent meta-analysis  
 

Moayyedy P et al.  Arch Intern Med 2011 



 Statement 5: On average, H.pylori status has not effect on 

symptom severity, symptom recurrence and treatment efficacy  

in GORD. H. pylori eradication does not exacerbate pre-existing 

GORD or affect treatment efficacy 

Evidence level: 1a                                         Grade of Recommendation: A  

 H. pylori and GERD 



Increased risk of corpus atrophic gastritis in H.pylori –

positive GORD patients treated with omeprazole 

Kuipers EJ et Al. NEJM 1996 



Predictors of development of gastric cancer in 

H.pylori positive patients with atrophic gastritis  

UEMURA et al, NEJM 2001 



Correa et al. Br Med Bull 1998 

Sanduleanu et al. APT 2001 

Sanduleanu et al. Dig Liv Dis 2001 

modified from Fox et al, JCI 2007 

Corpus atrophic gastritis and gastric cancer:  

Hypochlorhydria, oxidative stress and DNA damage  

CORPUS ATROPHIC GASTRITIS 

Hypochlorhydria (↑ pH) 

Overgrowth of                

anaerobica bacteria 

↑ Carcinogenic 

Nitrosamines 

↑ Nitrites ↑ Oxidant Agents 

DNA damages, Apoptosys, 

altered cellular turnover 

↓  Ascorbic Acid - Antioxidant 

Metaplasia/Dysplasia 

GASTRIC CANCER 

↓ Neutralization of 

Nitrosamine and Oxidant 

Agents  

H.pylori infection 

Nitrates 



Kuipers EJ, GUT 2004 

 

H.pylori eradication and corpus atrophic gastritis in patients 

with GORD receiving long-term acid suppression 
 

 

 

 

H. pylori eradication halts the progression to corpus atrophic 

gastritis and lead to regression of atrophy 

 

 



Hagiwara T al. GUT 2011 



Statement 9: there is strong evidence that H. pylori eradication 
reduces the risk of gastric cancer development. 

Evidence level: 1a                                         Grade of Recommendation: A  

Evidence level: 1a                                       Grade of Recommendation: A 

 H. pylori and prevention of gastric 

cancer  

Statement 10: the risk of gastric cancer can be reduced more 
effectively by employing eradication treatment before the 

development of preneoplastic condition  



Helicobacter Pylori 

Non-atrophic Gastritis 

Intestinal Metaplasia  

Displasia 

Carcinoma 

Atrophic Gastritis 

“Point of no return” 



Statement 11b: there is no evidence that H. pylori eradication can 
lead to regression of intestinal metaplasia 

Evidence level: 1a                                         Grade of Recommendation: A  

Evidence level: 1c                                       Grade of Recommendation: A 

 H. pylori and prevention of 

gastric cancer  

Statement 8: H. pylori eradication abolishes the inflammatory 
response and slows or may arrest the progression of atrophy. In 

some cases it may reverse atrophy. 



Kodama et al., Digestion 2012 

H. pylori eradication improves gastric atrophy and 

intestinal metaplasia: 8 years of follow-up 



Can Helicobacter pylori eradication treatment  

reduce the risk of gastric cancer?  

Meta-analysis of randomized controlled trials.  

RR 0.65 (0.43-0.98) 

Fuccio L et al. Ann Intern Med 2009 



Can Helicobacter pylori eradication treatment  

reduce the risk of gastric cancer?  

Meta-analysis of randomized controlled trials.  

Fuccio L, Zagari RM  et al. Ann Intern Med 2009 

Baseline histologic characteristics of subjects enrolled 



       

   Risk of atrophic gastritis and intestinal metaplasia in  

 Relative of patients with gastric cancer: a meta-analysis 

Rokkas et al. Eur J Gastroenterol 2010 

Atrophic gastritis 

Intestinal  

Metaplasia  



Statement 16: H.pylori  eradication to prevent gastric cancer should be 

considered in the following high risk individuals: 

• Patients with previous gastric cancer already treated by endoscopy or  

  gastric resection.   

 

• First degree relatives of patients with gastric cancer. 

 

• Patients with severe pangastritis, atrophic gastritis or intestinal metaplasia 

 

• Patients with chronic gastric acid inhibition for more than 1 year. 

 

• Patients with strong enviromental risk factors for gastric cancer (heavy smoking,  

etc).  

• H. pylori positive patients with a fear of gastric cancer. 

Evidence level: 1a to 4                                       Grade of Recommendation: A 

 H. pylori and prevention  

of gastric cancer 



Statement 21:  After H. pylori eradication patients 

with atrophic gastritis and Intestinal 

metaplasia still require endoscopic follow-up.  

 
Evidence level: 2c                                       Grade of Recommendation: A 

 H. pylori and Prevention  

of gastric cancer 



 Management for Precancerous conditions and lesions  

in the stomach (MAPS): Guideline from ESGE and EHSG 

Dinis-Ribeiro M e t al. Endoscopy 2012 



Statement 11: H.pylori  eradication for gastric cancer 
prevention is cost-effective  in certain communities with a 

high risk for gastric cancer ( Asia). 

 

Statement 12: A “screen and treat” strategy of H.pylori  should 
be explored in communities with a significant burden of gastric 

cancer.  

Evidence level: 3                                         Grade of Recommendation: B 

Evidence level: 2c                                       Grade of Recommendation: A 

H. pylori and prevention  

of gastric cancer 

 

A”screen and treat” strategy 



Epidemiology of gastric cancer  
Incidence rate /year per 100.000 inhabitants 

Ferlay et al., IARC Globcan 2008 



     
Before 

chemoprevention 

After 

chemoprevention 

      Subjects n. 1762 841 

   Atrophic gastritis 1056 (59.9%) 115 (13.7%) 

   Peptic ulcer 193 (11.0%) 30 (3.6%) 

   Reflux oesophagitis 241 (13.7%) 230 (27.3%) 

Lee et al. GUT 2013 

Prevalence of gastric and oesophageal lesions before 

and after mass eradication of H. pylori  in Shangai 



Esophageal adenocarcinoma 

GERD symptoms 

H.pylori and GERD: 

a negative association 

Fischbach et al. Helicobacter 2012 

Zhou et al. Clin Oncol 2008 

Raghunath et al. BMJ 2003 

Barrett’s esophagus 



modified from Blaser, 2005 

H.pylori prevalence and GERD 

modified from Blaser, 2005 

Barrett’s 
esophagus 
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