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severe reflux of more than 20 years
duration a 44-fold increased risk oeso-
phageal adenocarcinoma is reported. I

AI-ARMS SYMPTOMS OF

GORD

. Dysphagia.

. Chest pain, always excluding angi-
na, MI's and other causes of chest
pain.

.  Gl  b leeding /  anaemia.

. Choking.

. Unexplained weight loss.

EROSIVE OESOPHAGITIS

In various endoscopic trials in patients
with reflux symptoms, about 50% will
have evidence oferosive damage. The
remaining 50% will show no signs of
mucosal damage. It is not possible to
separate these two groups by the
severity of their symptoms, or by the
impairment of quality of life scores.

A grading system current ly  in
widespread use is the Los Angeles
classification. Oesophagitis is graded on
a scale A to D, with A and B being
milder degrees of inflamrnation, and C
and D showing more severe. Patients
with erosive disease are at risk of com-
plications of oesophagitis, including
bleeding,  s t r ic ture and Barret t 's
oesophagus.
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INTRODUCTION

Gastro oesophageal  ref lux d isease
(GORD) is one of the most common
diagnoses made in general practice.
This article wil l address some of the
diagnostic features, investigations and
treatment of this condition.

GASTRO OESOPHAGEAL

REFLUX DISEASE (GORD)

Gastro oesophageal  ref lux d isease
usual ly  presents wi th the c lass ical
symptom of heartburn. The accuracy
of the diagnosis can be improved by first
giving the definition of heartburn: "a
burning pain that starls in the lower chest
and rises towards the neck, usually
occurring after food". However, if one
rel ied only on heartburn as the
diagnostic symptom of GORD, alarge
number of patients would be missed. It
is important to seek the extra oeso-
phageal symptoms of GORD. These
include cough, asthma, recurrent sore
throat, hoarseness and in some patients,
dental problems.

The history should alert the doctor
t o  t h e  p o s s i b i l i t y  o f  m o r e  s e r i o u s
underlying pathology, such as Barrett's
oesophagus, oesophageal stricture or
malignancy. These alarm symptoms
should be sought, particularly in the
older patients (greater than 45 years)
with reflux symptoms. In patients with

NON EROSIVE REFLUX

DISEASE

From endoscopic data it is clear that a
great proportion of patients undergoing
examination for reflux symptoms, will
l r ave  no  endoscop i c  ev idence  o f
oesophagitis. The diagnosis of GORD
cannot  be re jected on the basis  of
negat ive endoscopic f ind ings.r  This
group has been referred to as having
non-erosive ref lux d isease (NERD).
Patients with NERD experienced the
same symptoms as those with erosive
disease, and cannot be distinguished
clinically from the latter.'r They suffer
a similar impainnent of quality of life
as those with erosive disease. They do
diffeq however, in that they are unlikely
to develop cornplications ofreflux such
as st r ic ture,  b leeding and Barret t 's
oesophagus. It is therefore important
to  recogn i se  th i s  g roup ,  as  t hey
frequently have need for less intensive
therapy, requiring lower utilisation of
their healthcare budget.

BARRETT'S OESOPHAGUS

Barret t 's  oesophagus is  def ined as
intestinal rnetaplasia of the oesophagus.
The diagnosis ofBanett's depends upon
a h is to logic  exarninat ion,  wi th the
finding of intestinal goblet cells in the
oesophageal biopsies. Although the
diagnosis is made histologically, one
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must have a high index of suspension
for Banett's oesophagus in patients with
a long history of reflux symptoms.
Middle-aged white men are at particu-
larly high risk of developing Barrett's
oesophagus. A further clue to the
existence ofBarrett's oesophagus is the
patient who reports that they used to
suffer from heartburn, but that the
heartburn has become less severe or has
disappeared over the recent months or
years. This is because patients with
Barrett's oesophagus often loose their
sensi t iv i ty  to  ac id and b i le  ref lux,
probably on the basis of damage to
sensory nerves in the oesophageal
mucosa. When Barrett's oesophagus is
suspected patients must be referred for
endoscopy, to enable biopsies to be
taken to conf i rm the d iagnosis of
Barrett's oesophagus.

The s igni f icance of  Barret t 's
oesophagus is that it is a pre-malignant
condition leading in some individuals
to adenocarcinoma of the oesophagus.a
This is a devastating complication, as
these patients often present late in the
course of the illness, making surgical
cure impossible. In the patient with
Barrett 's oesophagus a surveil lance
prograrn is advised, with periodic endo-
scopic examinations being performed to
detect dysplasia. The presence ofhigh-
grade dysplas ia would requi re
intervention, either in the form of an
oesophagectomy, or some other form of
ablative therapy. The latter is not being
routinely performed in South Africa.

Oesophageal adenocarcinoma is one
of the most rapidly increasing forms of
malignancy in the western world, and
generally has a poor prognosis. Whilst
detecting Barrett 's oesophagus and
dysplasia may have some impact on
these numbers, it is clear that many
pat ients present  wi th establ ished
malignancy never having consulted a
doctor about reflux, and never having
had an endoscopy. A greater awareness
on the part of patients and medical
practitioners may impact on this disease
in future.

Who should be refered for an
endoscopy and how eatly?
The risk of development of oesophageal
adenocarcinoma in association with
Barrett 's oesophagitis is so small in

unselected individuals presenting with
typical symptoms ofreflux disease, that
the risk alone should not be the primary
determinant of whether endoscopy is
done. The individual at highest risk is
the middle-aged white male with a long
history of reflux symptoms.

However, in patients without alarm
symptoms who have not been endo-
scoped, prompt endoscopy is the best
clinical strategy in those who have
experienced reflux symptoms at least
twice u weekfor at least six months.In
chronic heartbum patients, most patients
will be endoscoped at some stage or
another and it may be best to accept this,
and do the endoscopy as ear ly  as
possible.

The following GORD patients should
be referred to a gastro-enterologist:
. Patients with any alarm symptom(s).
. Chronic heartbum patients (at least

two times a week for at least six
months).

. Those who fail on standard or hish
dose PPI's.

. Those who have recurrent symptoms
after 4-6 weeks of successful initial
therapy. (Trial of withdrawal.)

. Patients with odynophagia.

. Patients with extra-oesophageal
symptoms.

. Non-cardiac chest pain.

. Those requiring continuous (long
term) therapy.

GORD THERAPY

Pharmacological thetapy
The hierarchy of the efficacy ofprimary
drug therapy treatments, which should
be used to guide the choice of step-down
(or step-up) therapy, is depicted in
figure 1. Drug cost within the applicable
practice setting should also guide the
choice of step-down therapy. Combina-
t ion H2 receptor  antagonist  and
prokinetic drug therapy are not included
as pr imary therapies because of
compel l ing ev idence f rom RCT's
suggesting that:
. For initial and maintenance therapy

of reflux esophagitis there is an
ascending level of efficacy from
either H2 receptor antagonist or a
prokinetic drug, to acombination of
the latter, to a proton pump
inhibitor6'7,8.

. For initial therapy ofNERD patients
there is  an ascending level  of
efficacy from either a H2 receptor
antagonist or prokinetic drug to a
proton pump inhibitore'ro'r r.

. There are minimal or no gains in
efficacy from doubling ofthe dose
of H2 receptor antagonists therapy.

. Maintenance combination therapy
with a pro-kinetic drug and an H2
receptor antagonist is more effica-
cious than monotherapy with an H2
receptor antagonist or a pro-kinetic
drug aloneT.

Figure l: Hierarchy of the efficacy of prinrary drug therapies
(Fa// acknowledgenent to tbe source: Figute 5 Dent J, Brun J, Febick AM, Fenner4t MB,

Jan.rrens, Kahrilat PJ et a/. An euidence barcd appraiul of reflax diuase management- the
Cenual lYr Cut | 999;44(sapp/ 2):S | -S | 6.)
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Figure 2: Maior m:rnagernent patll.rays for initial management of patients rvho have not been

endoscoped and firr endoscopy negative or mild (krs Angeles A or B) oesophagilis paticnts.
(Fall atknowledgenent to the soarce: Figure 3: Dent J, Brun J, Febrick AM, Fennerfl MB, Janssens, Kahrilas PJ et a/. An eaidence based

Figure 3: Major nlanagement pathways fbllowing clrug therapy that produces successful control of
syrnptoms in the patient groups showrr. The pathways ensure that reflux disease is a recument
problern bef<rre long terrn therapy or surgery :re considered. The option on-clemancl therapy

merits a trial in patients with NERD.
(Fall acknowkdgement to the source: Figute 4: Dent J, Bran J, Febick AM, Fenne@ MB, Janssens, Kabilas PJ et a/. An euidence based
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. Maintenance therapy with either a
pro-kinetic drug or an H2 receptor
antagonist  is  s igni f icant ly  less
effective than therapy with a proton
pump inhibitorlr2.

In all of the above studies, cisapride was
, used as the prokinetic drug and it was
subsequently included in the Genval
guidelines. The role of cisapride as a
prokinetic agent is currently being re-
evaluated because of safety issues.
Cisapride is metabolised in the liver by
cytochrome p450 CYP 3A4.  When
cisapride is co-administered with other
drugs uti l ising the same metabolic
pathway, the metabolism of cisapride
may be reduced. This can lead to higher
than normal blood levels of cisapride,
with potential ventricular arrythmias
resulting. The use of cisapride in the
treatment of GORD is therefore not
recommended at present.

One generally advocates a "stepped
down" approach to the treatment of
GORD. This strategy would have one
using a Proton Pump Inhibitor (PPI) at
full dose, and then stepping down to the
lowest effective dose and form of
treatment. The goals of treatment are
to relieve symptoms, and to maintain a
healed oesophageal mucosa. In patients
with NERD, an "on demand" strategy
may be effective. It had been demon-
strated that such patients could control
their symptoms by taking a maintenance
dosage of a PPI every third day, on
average.5

Two other management pathways
from the Genval report 1999 give very
practical guidelines for physicians on
duration of therapy, referral for
endoscopy and are designed to ensure
that long term therapy or surgery are
only considered in recurrent, persistent
disease. (See figure 2 and 3)

Patients with Barrett's oesophagus
have a more severe form of reflux
disease, and may require a higher than
normal dose of PPI. Similarly patients
with extra oesophageal manifestations
of GORD often require double dose PPI
for  3 months to get  contro l  o f
troublesome symptoms such as cough,
hoarseness, etc.

The "PPI test" is a useful strategy in
the younger (less than 45 years ofage)
patients with reflux symptoms and
without alarm symptoms. A 14-day

course of PPI in standard dose will in
most cases relieve symptoms. Should
symptoms recur after stopping treat-
ment, further investigation is usually
required.

Life-style changes
Evidence to prove that life style changes
have a significant role in the initial and
long-term management of GORD is
lacking. Most evidence come from case
reports  or  f lawed c l in ica l  t r ia ls .
However, most clinicians accept that life
style changes have a positive role to
play. Lifestyle changes include: the
avoidance of particular foods and/or
alcoholic drinks, which provoke reflux
induced symptoms, smoking cessation
and weight loss.

Surgery
The role of surgery in GORD should be
indiv idual ised,  af ter  a thorough
discussion with the patient. A minority
of GORD patients may be candidates
for antireflux surgery. Firm indications
for  surgery inc lude large volume
refluxers, patients with large hiatal
hernias, patients with paraoesophageal
hernias. and at times those presenting
with complications such as bleeding.
Surgery does not seem to confer any
additional benefit in patients with
Barrett's oesophagus. These patients
wou ld  i n  any  case  need  ongo ing
surveillance, whether treated medically
or surgically. A full and frank discussion
should be held with the surgeon, and this
should include the complications of
surgery with details of morbidity and
mortality. The outcome of surgery
usually depends upon proper patient
selection, and perhaps more impor-
tantly, proper surgeon selection. It must
be remembered that  a s igni f icant
number of patients end up on anti-
secretory therapy following antireflux
surgery. One must beware of advising
surgery in patients who have failed to
respond to adequate medical therapy. It
is rare given the effective medication
available today, to have a patient fail
medical therapy. Medical therapy
achieves the same goal as surgery i.e.
reduction of oesophageal acid exposure,
so that failure of drug treatment will
o f ten predict  fa i lure of  surg ical
therapy.D
Please refer to CPD Questionnaire
on page 55.

{  
' f  

i ' :

References
l .  Lagergren J et  a l  .  Symptomat ic gastro-

esophageal  ref lux as a r isk factor  for
esophageal adenocarcinoma. N Engl J Med
1999: '340:825 3l

2. Dent et a[. An evidence-based appraisal of
reflux disease management - The Genval
Workshop Report. Grr 1999:44 (Suppl2):
s l - 1 6
Smout A. Aliment Pharmacol Ther 1997;11
Suppl  2:8 I  -6

Reynolds JC et al. Barrett's oesophagus:
r e d u c i n g  t h e  r i s k  o f  p r o g r e s s i o n  t o
adenocarcinoma. Gastroent Clin North Am
1999;28:917 -45

Talley N et al. Gastroenterologlt 2000;118:
A658
Chiba N, De Gara CJ, Wilkinson JM et al.
Speed of  heal ing and symptom rel ief  in
grade I I  to IV GORD: a meta-analysis.
G astro e n te ro I og,t 1997 ;l | 2: | 7 98-8 | 0

7. Vigneri S, Termini R, Leandro G et al. A
comparison of frve maintenance therapies
for  ref lux oesophagi t is .  N Engl  J Med
1995 ;333 :  I  106 -10 .

8.  Gough AL, Long RG, Cooper BT et  a l .
Lasoprazole versus ranitidine in the main-
tenance treatment of reflux oesophagitis.
Aliment Pharmacol Ther 1996:10:529-39.

9. Galmiche J-P, Barthelemy B Hamelin B B.
Treat ing the symptoms of  gastro
oesophageal reflux disease: a double blind
comparison of omeprazole and cisapride.
Aliment P harmacol Ther 1997 :l | :7 65-73.

I 0. Lind T, Haveland T, Carlsson R te al. Heart-
burn wi thout  oesophagi t is :  ef f icacy of
omeprazole therapy and features
determining therapeutic response. Scand J
Gastroenterol I 997 : 3 2 : 974-9

l l .  Venables T,  Newland R, Patel  AC et  a l .
Omeprazole lOmg once daily , omeprazole
20mg once daily, or ranitidinel50mg twice
daily, evaluated as initial therapy for the
relief of symptoms of gastro-oesophageal
reflux disease in general practice. Scand J
Gastroenterol I 997 : 3 2 :974-9

12. Galmiche JB Brandstatter G, Evreux m et
al. Combined therapy with cisapride and
cimetidine in severe reflux oesophagitis: a
doub le  b l i nd  con t ro l l ed  t r i a l .  Gu t
I  988 ;29 :675 -8  I  .

primary prevention of vascular
events, available data support

ustng 75 to 8lmg/day."
R.G. Hart et al. Arch. Neurol. 2000:57;326

EC-Tttin'
ASPlfril{8|ng

Ecotr in 81 mg. Each tablet contains: \ ' I i t  i  n t i  I  t r ' "1
Reo. No. 2912 7 10767 .

PHARMAFRICA (PTY) LTD
33 HTJLBERT ROAD. JOHANNESBURG 2OOI

3 .

4 .

5

6

SA Fam Pract 2003;4r5(ll)




