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TREATMENT OF NON-ULCER DYSPEPSIA WITH BISMUTH SALTS
BACKGROUND ART
This invention relates to a method of treating

non-ulcer dyspepsia. In the past bismuth compounds have been
used in the treatment of dyspepsia arising from peptic
ulcers. However, there has been previously no recognised
therapy for the treatment of non-ulcer dyspepsia. Non-ulcer
dyspepsia has not been widely recognised in the past as being
a single disease process and has been considered as
comprising various disorders with such names as “nervous
dyspepsia*, “irritable bowel syndrome", "gastritis", and also
“post-cholecystectomy syndrome". Non-ulcer dyspepsia is
characterised by epigastric discomfort, burning or pain,
abdominal distention. bloating, belching or burping, nausea,
and frequently it is said that the ingestion of food can
precipitate such symptoms.

The treatment of this disorder has. until now, been
non-specific, empirical and generally inadequate.

It has now been discovered that a new class of spiral
bacteria reside in the stomach of humans. These bacte;ia
have been found to be closely associated with the presence of
gastritis. It has now also been found that the symptoms of
non-ulcer dyspepsia are closely related to the presence of
the newly discovered spiral bacteria. These bacteria are
Campylobacter-like bacteria, currently called Campylobacter
pyloridis.

While the use of bismuth salts to treat ulcers has been
known, their utility in the treatment of non-ulcer dyspepsia
has not been suspected previously. The symptoms of the two
conditions are generally different, but may at times
overlap. The diagnosis is made endoscopically.

DISCLOSURE OF THE INVENTION
The present invention relates to a method of treating

non-ulcer dyspepsia in patients suffering from the said
non-ulcer dyspepsia., comprising administering to the said
patients an effective amount of a pharmaceutically acceptable
bismuth salt.

A preferred bismuth compound for the treatment of
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non-ulcer dyspepsia is tripotassium dicitratobismuthate.
This is also known as De-Nol (Registered Trade Mark). Other
bismuth compounds known f£or the treatment of ulcer and other
diseases may also be used in the present invention. Ideally.
the bismuth salt ié administered orally for a period of at
least four (4) weeks and may be administered alone in an
adequate dose or in combination with other antibiotics.

It has further been found that the treatment of
non-ulcer dyspepsia with bismuth salt is enhanced by the
concurrent administration of an antibiotic.

Particularly suitable antibiotics may be chosen from
the classes consisting of B-lactams, such as penicillins;
macrolide antibiotics; tetracycline antibiotics and
nitro-imidazole sulfones. From within these classes
Amoxycillin, Erythromycin, Tetracycline and Tinidazole have
been found to be particularly efficacious.

Another aspect of the invention comprises a
pharmaceutical composition comprising a pharmaceutically
acceptable bismuth salt, an antibiotic and pharmaceutieally
acceptable carrier or diluent.

Preferably the bismuth salt is tripotassium
dicitrato-bismuthate.

The most preferable antibiotics are selected from the
classes specified above. 1In particular, the B-lactam
antibiotics. Most preferably, the antibiotic is Amoxycillin.

The pharmaceutical composition is preferably presented
in a form suitable for peroral administration, such as
liquid, tablet or capsule form.

BEST MODE OF CARRYING OUT THE INVENTION

The invention will now be further described with

reference to the following examples.
Example 1

27 Patients suffering from non-ulcer dyspepsia
associated with C.pyloridis infection were treated with the
bismuth salt, tripotassium dicitrato-bismuthate, known under
the registered Trade Mark “De-Nol". All patients were
administered 107.7mg De-Nol four times daily. Of the 27, 6
were treated with De-Nol alone. Of these it was found that
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40% were completely clear of dyspepsia after 1 month and 60%
after two months. The remaining patients were treated with
combinations of De-Nol and the antibiotics Amoxycillin and
Tinidazole. 250mg Amoxycillin was administered four times
daily for four weeks and lgm Tinidazole was administered
daily for 10 days. The results were 95% clear completely
within 4 weeks. Rebiopsy of the completely clear patients,
performed 2 weeks after the four week treatment ceased,

showed that the patients remained completely clear.

Trials with Amoxycillin alone indicate that Amoxycillin
has no appreciable effect in the treatment of dyspepsia.
Example 2

The following pharmaceutical formulation is proposed
for use in the performance of the present invention:

Tablet formulation

tripotassium dicitrato-bismuthate 107.7mg
amoxycillin 250 mg
magnesium stearate 10 mg
maize starch 20 mg

Flavouring substances may be added as required.

It will be clear to those skilled in the art that other
formulations falling within the scope of the present
invention are possible, and that the invention is therefore

not restricted to the above formulation.
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CLAIMS
1. A method of treating non-ulcer dyspepsia in
patients suffering from non-ulcer dyspepsia associated with -

Campylobgcte;ﬁpylobidig infection, comprising administering

to said patients an effective amount of a pharmaceutically ~
acceptable bismuth salt.

2. A method according to claim 1 wherein the bismuth
salt is tripotassium dicitrato-bismuthate.

3. A method according to claim 1 wherein the bismuth
salt is administered in conjunction with one or more
antibiotics.

4. A method according to claim 3 wherein the
antibiotics are selected from the B-lactam antibiotics,
macrolide anitbiotics, tetracycline antibiotics and
nitro-imidazole sulfones.

5. A method according to claim 4 wherein the
antibiotics are selected from Amoxycillin, Tinidazole,
Eryﬁhromycin and Tetracycline. X

6. A method according to claim 5 wherein Amoxycillin
and Tinidazole are administered in conjunction with the
bismuth salt.

7. A method of treating non-ulcer dyspepsia in
patients suffering from non-ulcer dyspepsia., substantially as
hereinbefore described with reference to the examples.

. 8. A pharmaceutical composition comprising a
pharmaceutically acceptable bismuth salt, an antibiotic and a
pharmaceutically acceptable carrier or diluent.

9. A pharmaceutical composition according to claim 8
wherein the bismuth salt is tripotassium.dicitrato-bismuthate.

10. A pharmaceutical composition according to either
one of claims 8 or 9 wherein the antibiotic is a B-lactam
antibiotic.

11.- A pharmaceutical formulation according to claim 10
wherein the antibiotic is Amoxycillin.

12. A pharmaceutical formulation substantially as

hereinbefore described with reference to the examples.
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