DYSPEPSIA
MANAGEMENT GUIDELINES 

These guidelines were originally produced by a working group of the British Society of Gastroenterology. The portions in red are updated sections revised in April 2002.

A draft of these updated guidelines was sent for comments to the clinical effectiveness department of the Royal College of Physicians, The majority of the original working group (some had retired), The Primary Care Society For Gastroenterology, Independent General Practitioners and Gastroenterologists who had expressed an interest during their development.

We recognise that fully systematic guidelines are in production by NICE and this present set  serves as an interim guide to clinicians.

PREFACE
Dyspepsia is a common complaint. Treatments may often be very effective and investigations can be costly and invasive. More is spent on drugs for dyspepsia than on any other treatment for a symptom group. Rational management poses a challenge to those responsible for purchasing, promoting and providing health care.

These guidelines have been compiled on behalf of the British Society of Gastroenterology following consultation with the Primary Care Society of Gastroenterology. The principal objective is to describe good clinical practice for clinicians in primary and secondary care drawing on evidence where it exists and recognising the need to use limited resources effectively. An additional aim is to identify areas where evidence is sparse and where further research is necessary. Purchasers of health care should be interested in both aspects when drafting contracts for service. The guidance was updated in April 2002 and the revisions are shown in red throughout the document. The “red” guidance supercedes the original set. 

KEY TO GRADING OF RECOMMENDATIONS:


A - Recommendation based on at least one meta-analysis, systematic review or a body of evidence from RCTs.

B - Recommendation based on high quality case control or cohort studies with overall consistency or extrapolated from systematic reviews, RCTs or meta-analyses.

C -   Recommendation based on lesser quality case control or cohort studies with overall consistency or extrapolated from high quality studies.

D – Recommendation from case series or reports and expert opinion including consensus.

SUMMARY OF MAIN REVISIONS 2002

1) AGE FOR ENDOSCOPY

The age at which endoscopy is recommended for new dyspepsia has been increased from 45y to 55y in line with national cancer referral guidance. Local adjustments in areas with a  high prevalence of gastric cancer are appropriate.

2) TEST AND TREAT 

The recommendation to treat patients under 55 with uncomplicated dyspepsia on the basis of a positive H Pylori test supercedes the previous recommendation to “test and scope”.

3) 13C UREA BREATH TESTS

The best test for identification of H Pylori and for confirmation of eradication is the 13C urea breath test

4) Use of PPIs

We accept that the guidance issued by NICE on PPIs should be followed

INTRODUCTION: 

What is Dyspepsia?

Dyspepsia is a group of symptoms which alerts doctors to consider disease of the upper GI tract. It is not a diagnosis, but includes symptoms of upper abdominal discomfort, retrosternal pain, anorexia, nausea, vomiting, bloating, fullness, early satiety and heartburn amongst others. A firm clinical diagnosis can be difficult on the basis of these symptoms as few symptoms are discriminatory. Many diseases cause dyspepsia and these include peptic ulcers, oesophagitis, cancer of the stomach or pancreas, and gallstones. In a large proportion of cases no clear pathological cause for a patients symptoms can be determined.

Prevalence 

Dyspepsia is common. Surveys in Western societies have recorded prevalences of between 23 and 41%. For many people dyspeptic symptoms are an unavoidable part of living.  Why some sufferers (about 25%) seek help from doctors is not clear but concern about symptoms seems to be as important as the symptoms themselves. A minority of those sufferers who do consult can become major consumers of resource. In the UK in 1994 more than 400 million pounds was spent on "ulcer healing" drug prescriptions issued by general practitioners. About 4% of General Practice consultations are for dyspepsia and 2% of the entire adult population receive either an endoscopy or barium meal each year. Time lost from work and interference with quality of life are more difficult to measure but are likely to be considerable.

Only 10% of patients attending their general practitioner with dyspepsia will be referred for hospital consultation or investigation. Universal investigation for dyspepsia is neither desirable nor affordable; thus guidelines for management would be unrealistic if they advised no selection for referral.

COMMON CAUSES OF DYSPEPSIA:

The common diagnoses made at endoscopy in all age groups are:

                                              

           %

Duodenal ulcer*                  


10-15

Gastric ulcer*                                       
5-10

Oesophago/Gastric Cancer*                         
2

Oesophagitis                                       
10-17

Gastritis*, Duodenitis* or  Hiatus Hernia      
30

Normal                                                
30

*These conditions are strongly associated with H.pylori Infection.

HELICOBACTER PYLORI

This organism lives on the gastric mucosa and is associated with a number of diseases. It is unclear whether it actually causes all the diseases but some are best treated by eradicating this infection.

Testing for H.pylori
H.pylori infection can be diagnosed by demonstrating antibodies to the organism in serum, by showing urease activity in the stomach using breath tests or by examination of biopsies. Antigen derived from the organism can also be identified in stool samples.

Serology
Serological methods are simple, non-invasive, and widely available but are not useful in demonstrating successful eradication. Some kits provide a rapid result while the patient waits (“near patient test”). Laboratory based tests with a high sensitivity are useful but much less accurate (specific) than other methods. Near patient blood tests are less accurate still and are not recommended.   A

Breath tests

Carbon tagged breath tests, which depend on urease degradation of urea to produce tagged carbon dioxide which then appears in exhaled breath are of intermediate cost, but are non-invasive. Two methods have been used with either 14C (a tiny radioactive dose, but cheap) or 13C (a stable, non-radioactive dose but more expensive) labelled urea. 13C urea breath tests are available as kits on prescription. These tests can confirm successful eradication but they must be performed when patients are not taking proton pump inhibitors, bismuth nor within 4 weeks of antibiotic use. The most accurate test for H Pylori is the urea breath test.  B
Endoscopic tests

Methods of identifying H.pylor iwhich involve endoscopy and biopsy are expensive. Simple biopsy urease tests are a very small additional cost to that of endoscopy. Histology, or culture of the organism add significantly to costs. Routine use of endoscopy for diagnosis of H. pylori is not recommended. B
Faecal antigen tests

These have become available in the last three years but their exact role remains to be determined.

INVESTIGATION and DIAGNOSIS of DYSPEPSIA

The number of patients with dyspepsia attending General Practitioners is believed to exceed the availability of diagnostic procedures. There are approximately 30 attendances per 1000 in General Practice amounting to about 210 consultations per GP per annum. Endoscopy is very safe but is not totally risk-free. Death from diagnostic endoscopy is reported in the range of 1 in 2,000 - 10,000. In out-patient practice the rate is likely to be even lower, but any death is unacceptable. Criteria which identify only those patients who may benefit from the procedure and to exclude those who would not are worthwhile.

Rationalising the use of endoscopy. 

AGE AND SYMPTOMS

An age threshold was the traditional practical means of limiting endoscopy. This is based on the fact that the incidence of gastric malignancy is age related. It is also believed that certain associated symptoms are characteristic and alert clinicians to this possible diagnosis. The evidence base on which these beliefs are founded is not strong. A systematic review found no evidence to suggest that initial empiric treatment adversely affects outcome in uncomplicated dyspepsia (9). That review reported that curable gastric cancer was a chance finding at endoscopy in dyspeptics because the incidence was equally high in the non-dyspeptic population. However we  recommend endoscopy in patients over the age of 55 with new onset of uncomplicated dyspepsia though we accept that in future this advice may change as evidence is poor.  D

The first edition of these guidelines (1996)  and other similar guidance recommend that endoscopy should be performed in all patients with dyspepsia associated with so-called “alarm symptoms” (Table 1). Indeed most patients with gastric cancer have such symptoms. Thus if endoscopy in people <55y was limited to those with alarm symptoms very few cancers would be missed (10, 11, 12). In certain very high prevalence areas this age may need to be lowered but there is no strong evidence on this. While there is evidence that alarm symptoms are predictive of upper gastrointestinal cancer not all studies have demonstrated this (9). Until this area is clarified we continue to recommend upper GI endoscopy in all patients with dyspepsia associated with alarm symptoms  C
HELICOBACTER PYLORI 

In uncomplicated dyspepsia concern about gastric cancer is not the only reason for  investigation.  There is evidence that subsequent therapeutic decisions and consulting behaviour change in those investigated even when major diagnoses are absent. 

The first edition of these guidelines commended the practice of undertaking H.pylori serology before endoscopy in these young patients and restricting endoscopy to those with H.Pylori antibodies and providing symptomatic therapy to the remainder. Considerable research has subsequently been carried out in this area and we now favour a different strategy (“test and treat”), though the original strategy (“test and scope”) remains valid and safe and it’s rationale is also given below.

A method of identifying most young patients at risk of gastric neoplasia and peptic ulcer is by testing for evidence of H.pylori infection.  Using modern serological assays and restricting endoscopy in patients under 45 (raised to 55 in this revision) with uncomplicated troublesome dyspepsia to those with evidence of infection has been shown to identify most peptic ulcer disease (1). The majority of young patients with gastric cancer are seropositive for Helicobacter, so these cases too would be diagnosed, even in the rare absence of alarm symptoms. The major diagnoses that would be missed by such a process are oesophagitis and Barretts oesophagus (Columnar lined oesophagus). However, these conditions are best treated with therapy directed at symptom control because treatment directed at healing does not prevent complications or decrease the recognised additional risk of oesophageal adenocarcinoma. In many cases gastro-oesophageal reflux does not cause erosive oesophagitis and a clinical diagnosis is often the best indication for treatment. In many cases gastro-oesophageal reflux is a long-term problem and some argue that endoscopy should be performed before instigating long-term acid suppressive therapy. Further data are required in this area but endoscopy decreases prescribing costs, consultation rates and leads to management changes even in patients in whom no significant disease is found (2,3,4,). The assumption is that the procedure provides reassurance to patients and doctors allowing more rational prescribing. Similar benefits have been reported following negative H.pyloriserology without endoscopy in those in whom endoscopy would otherwise have been performed (5). 

The “Test and Treat” strategy involves testing for H.pylori by breath test or serology followed by H.pylori eradication in cases with H.pylori and symptomatic therapy for the remainder. A number of management trials have been published which demonstrate that the strategy is as effective as endoscopy in determining therapy for dyspepsia. Such a strategy should provide appropriate treatment for peptic ulcer including reduction of relapse, should benefit a minority of patients with H.pylori associated ulcer negative dyspepsia (see later), should lessen concerns about worsening gastritis during treatment of reflux with PPIs and potentially could reduce gastric cancer risk. “Test and treat” will expose more patients to broad spectrum antibiotics but there are no other known significant disadvantages of such an approach. The effectiveness of this strategy wil need to be re-assessed if the prevalence of H Pylori falls to very much lower levels than at present. However, we are now convinced by the substantial evidence base that this approach is both cost effective and safe and  therefore we now favour a “ H.pylori test and treat” strategy for uncomplicated dyspepsia in patients under 55. (12-18).  A

GUIDELINES 
The guidelines which follow combine the assumption of a requirement to protect resources, limit unnecessary risk and provide high quality care.

1. INVESTIGATION 
Waiting times for investigation should not exceed four weeks and ideally investigations should be available within two weeks. National Cancer guidelines have determined  that a wait of greater than  two weeks when cancer is suspected is unacceptable. The best investigation for uncomplicated dyspepsia is endoscopy. At endoscopy, biopsy urease tests should be performed in all patients with ulcer in whom the H Pylori status is not already known. Further assessment to identify NSAID and aspirin use, Crohns, Lymphoma and other unusual causes of ulceration is necessary in such patients without evidence of H Pylori.

Double contrast barium radiology may be equally accurate, but does not allow for biopsies to be taken and is thus considered second best.  However in certain circumstances it provides valuable complimentary information.  These circumstances include diagnosis of minor strictures which may be missed endoscopically, motility disorders, extrinsic and possibly intra-mural abnormalities as well as the diagnosis of malrotations, herniations and other structural abnormalities.
TABLE 1

A. Patients with dyspepsia in whom diagnostic endoscopy is appropriate.   D

1. Any dyspeptic patient with alarm symptoms or signs:


Unintentional weight loss (=>3Kg), 
Unexplained Iron deficiency anaemia,


Gastro-intestinal bleeding, 

Dysphagia and Odynophagia,


Previous gastric surgery,

Persistent continuous vomiting,


Epigastric mass,


Suspicious barium meal,


Previous gastric ulcer, 


2. Any patient over the age of 55 with recent (<1 year) onset dyspepsia of at least 4 weeks duration.
B. Patients with dyspepsia in whom endoscopy is inappropriate.

1. Patients known to have duodenal ulcer who have responded symptomatically to treatment.

2. Patients under 55 with uncomplicated dyspepsia.

3. Patients who have recently undergone a satisfactory endoscopy for the same symptoms.

TREATMENT BEFORE INVESTIGATION

It is acceptable to institute treatment with an anti-secretory agent in patients under 55 with troublesome symptoms but without alarm symptoms.  While this treatment is attempted it is recommended that H.pylori testing is undertaken.  Endoscopy is not recommended in such patients. 

Patients over 55 years of age with first onset dyspepsia should undergo prompt endoscopy. There is evidence that pretreatment with antisecretory drugs may mask significant diagnoses at that endoscopy. (21) We believe that such treatments should be witheld or stopped four weeks before endoscopy. D

TREATMENT POST DIAGNOSIS 
MAJOR DIAGNOSES

In our original guidelines we recommended treatment of H.pylori infection only for duodenal and gastric ulcer. The test and treat strategy now favoured in uncomplicated dyspepsia assumes that all cases of ”undiagnosed” functional dyspepsia associated with H Pylori will receive eradication therapy and thus it follows that eradication of H Pylori in known cases of functional dyspepsia is an acceptable therapy.

DUODENAL ULCER (DU)

HP+ve duodenal ulcer: 

95% are associated with H.pylori and should receive treatment directed against this organism. We advise confirmation of H.pylori infection before treatment, but accept that the prevalence of H Pylori infection is so high in DU that this may be considered unnecessary. We recognise that there is no known single best eradication regime but the highest expected eradication results are associated with these regimens recommended by consensus (20). Experience with the second line regimen below is relatively limited: A
One week Triple Therapy:  First Line (no continued antisecretory required)
PPI (standard dose twice daily) or RBC (ranitidine bismuth citrate), plus Amoxycillin 500 – 1g twice daily or Metronidazole 400-500mg twice daily,plus Clarithromycin 500mg twice daily. B

It is sensible to avoid metronidazole if the patient has had a previous course of treatment with this agent.

Quadruple Therapy: Second line:

PPI (standard dose twice daily), plus Bismuth Subcitrate 120mg qds), plus metronidazole 400-500mg tds, plus tetracycline 500mg qds

Compliance with treatment has been shown to be very important in determining the success of triple therapy regimens.

Follow-up: 

Asymptomatic patients: Repeat endoscopy is not needed. A urea breath test (ideally 13C) should be performed in all patients (one month or longer after the end of H Pylori eradication treatment) if symptoms persist or recur. A urea breath test is also required in any patient whose ulcer had presented with complications and who would otherwise be given long-term anti-secretory treatment to prevent recurrence. If the result of the breath test is negative we recommend no further treatment. If the result is positive a second course of eradication therapy should be prescribed. Assessment of antibiotic sensitivity may be considered in those with persistent H Pylori.  D

Symptomatic after initial symptom response: A urea breath test is indicated . If negative clinical re-evaluation is necessary and if positive repeat anti-H.pyloritreatment.  D
HP-ve Duodenal Ulcer: 
Antisecretory therapy; Cimetidine 800mg nocte is cheapest. Gastroenterological referral is advised if ulcers are not associated with NSAID. NSAID should be stopped if possible and if symptoms persist patients may need gastroenterological review

Long term antisecretory drugs: Low dose PPI “maintenance” is required only in patients with persistent H Pylori infection or those at risk of serious complications while receiving NSAIDS. NICE guidance on COX2 specific antagonists should be considered in these instances. (22)  D

2. EROSIVE DUODENITIS:
In the absence of other evidence we consider erosive duodenitis to be part of the spectrum of duodenal ulcer and advise treatment as in this condition.

3. GASTRIC ULCER (GU)
H.pylori is present in about 70% and most of the remainder are associated with NSAIDs. Cytological smears and biopsies should be taken for histology and a urease test should be performed at endoscopy.   D

HP+ve Gastric ulcer : 
Anti H.pylori therapy as for duodenal ulcer  A followed by antisecretory therapy for two months. The reason for this latter recommendation is the lack of evidence that gastric ulcers heal as quickly as DU after H.pylori eradication alone. D  Long term treatment with a PPI or misoprostol should be considered in patients with proven ulcer who continue to take NSAIDs. NICE guidance on COX2 specific antagonists should be considered in these instances. (22) D

HP-ve Gastric Ulcer: 

Standard antisecretory therapy for two months. NSAIDs should be stopped if possible. Full dose PPI is more effective than H2 antagonist if NSAID is continued. Long term treatment with misoprostol or PPI should be considered in patients with proven ulcer who can not stop the NSAID. NICE guidance on COX2 specific antagonists should be considered in these instances. (22) D

Follow-up of all cases of gastric ulcer:

Repeat endoscopy with biopsies is essential until completely healed because of the small risk that a cancer is present. If the ulcer remains unhealed for six months then surgery should be considered. D

4. OESOPHAGITIS: 

H Pylori infection is no more likely to be associated with this condition than in the normal population. Patients should be informed of the association of obesity and heartburn. Weight loss is believed to be effective treatment in some though evidence is anecdotal. Propping up the head of the bed has been shown to be beneficial in some studies and patients should be advised to avoid things which provoke symptoms amongst which bending, alcohol and fatty foods are prominent. 

Treatment should provide symptom relief. 4 weeks is a reasonable starting course. Best relief is provided by proton pump inhibitors but many patients obtain adequate symptom control from antacids, raft preparations, H2 antagonists or prokinetic agents. Whatever therapy is chosen an attempt should always be made to titrate to the agent which provides symptomatic relief at the lowest cost  (21). We recommend that the NICE guidance on PPIs be followed.  D

Follow-up: Repeated endoscopy is not justifiable except to check for healing of oesophageal ulcers, dilatation of strictures or when anaemia which is believed to be secondary to oesophagitis fails to resolve on treatment. The impact of endoscopic surveillance on the long term management and outcome of Barretts oesophagus remains to be determined. Some patients may need longer term treatment to maintain symptom relief. However, such prescriptions should be reviewed and attempts to titrate the dose against symptom relief, or to switch to cheaper remedies should be made regularly.

5. Functional Dyspepsia 

This condition, which is poorly defined, is present when no macroscopic mucosal abnormality [non-ulcer dyspepsia], non erosive reflux, hiatus hernia, non erosive duodenitis and gastritis  are reported at endoscopy.

These diagnoses are often recorded but the correlation of the endoscopic finding with either symptoms, or histological abnormality is poor. The cause of symptoms in these patients, who account for a large proportion of those investigated, is usually unclear. It is likely that multiple factors are involved including acid, defective motility, H Pylori infection and depression. Treatment is symptomatic but often ineffective. Research in this area has been hampered by poor definitions and the multifactorial nature of the problems. Thus the recommendations below are based on consensus.

Lifestyle Advice

There is insufficient evidence to recommend any particular lifestyle advice. Smokers should be advised not to smoke for general health reasons and healthy eating should be encouraged, though neither are known to affect these symptoms. D

Pharmacological interventions

a) H Pylori eradication - RCTs of H.pylori eradication in functional dyspepsia have shown that any benefit is small and not consistently significant. Meta-analysis of these studies suggests that none was large enough to demonstrate significant symptomatic improvement. The Cochrane review studied nine trials published to May 2000 and showed a significant 9% increase in the number of asymptomatic patients after eradication of H Pylori.(14) Other meta-analyses give different conclusions and thus it is clear that any benefit from eradication of H Pylori in this condition is small at best. We recommend that H Pylori eradication is  used in this condition in keeping with the test and treat strategy. A
b) Antisecretory treatments – RCTs have demonstrated small but significant benefits of PPI or  H2 receptor antagonist use. Responses are best if dyspepsia is “ulcer-like” or reflux type. We recommend that antisecretory treatment be considered of potential use in this condition. B
c) Stop NSAIDs if possible and consider other drugs as provoking agents D
d) Repeat investigations if serious symptoms develop (see table 1).  D
e) General reassurance may be sufficient. D
POINTS FOR Commissioners
RESOURCE REQUIREMENTS 
1. General practitioners and patients should have easy access to  13C Urea breath testing. High quality serological assays for H Pylori antibodies should be available until 13C urea breath testing is universally available.

2. Easy and rapid access to endoscopy is a requirement for good practice and endoscopy units should be able to provide histology, urease testing and 13C breath tests. 

Resources for the provision of this level of service should be available nationwide. 

3. In some laboratories the facilities needed for full bacteriological assessment of H.pylorisensitivity and resistance should be provided. One in each major city could provide a nationwide service.

CONTROVERSY: THE NEED FOR FURTHER RESEARCH.
These guidelines attempt to promote pragmatic managements based on existing evidence or consensus when evidence is lacking. Many clinical practices which are believed to be beneficial (financially and clinically) are at presentl empirical and not based on sound evidence. 

These include:

A. Screening and treatment of asymptomatic patients for H Pylori in an attempt to prevent gastric cancer. 

B. Selective screening and treatment for H.pylori in patients on long-term anti-secretory agents  or those contemplating long term NSAIDs 

There is a belief that such practices will reduce costs and provide clinical benefit. The frequency of significant side-effects, and of failure-related consultation is not known from general usage. If either of these is important such practices may increase costs. Clinical benefit is yet to be convincingly demonstrated. We have therefore adopted the stance of recommending practices for which convincing (albeit limited) evidence exists while awaiting other evidence. The guidance will be updated as evidence accrues. In the meantime it is impossible to be proscriptive for large areas of dyspepsia management. Purchasers of healthcare research need to be aware of the deficiencies in our knowledge base and are advised to support research which will fill such gaps.
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