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VIEWPOINT 
Reflux disease - reflux 

esophagitis: Unanswered 
questions and problems 

G.N.J. T YTGAT. MD, PHO 

G ASTROESOPHA(, l AL REH UX OISI-ASE ((,~ROl lS COMMON 

111 the western world Ho\\'Cvcr few data arc available 
with ~cspcct to its precbc prevalence in chc community. Symp
coms suggestive of reflux disl'ase arc often mixed with other 
symptoms comprising the dyspepsia syndrome. Recently, the 
first attempts in trying to dissect the various subcntitics within 
the dyspepsia syndrome have been publish ed Major 
subcntities arc: ulcer-like dyspepsia, dysmottliry-likc dyspep
sia, reflux-li ke dyspepsia, aerophagia and a miscellaneous sub
group (I). Which percentage of the patients with dyspepsia 
belongs to the reflu x-like subcnti ty is unknown. In formation 
b equally lacking wi th respect to the question, which per
centage of those with reflux-like dyspepsia tru ly have genu
ine GERO measured by 24 h pH monitoring or endoscopic 
evidence of reflux esophagi tis. 

When a patien t first presents to the family physician. it 1s 
reasonable to attempt a t herapeutic trial before deciding 
whether this patient needs further invcstiga(lon. This is espe
cia ll y so for the younger patient population and when 'alarming 
symptoms' such as dysphagia, weight loss. symptoms of ane
mia . etc, arc absent. How such a therapeutic trial should he 
carried out most appropriately is unknown , but it is usually 
recommended that antacids are the therapy of choice. One 
may question whether this b correct, especially when che symp
coms truly suggest 'typical' re fl ux disease such as 'typical' heart-
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burn (an acid sensation starting 111 the upper epigastric area 
nr retmstcrnal area wi th retmscernal ascending characteris
tics), nocturnal heartburn, aciJ regurgitation , e tc. It would 
appear equally logical to prescrihc an H I receptor antagonn 
or any of the other drugs wh ich have hcen shown to be effcc· 
tivc both ,ymptomatically anJ objectively in rel ieving reflux 
symptoms and healing reflux induced mucosa! abnormali· 
tics. Furthermore. it is not uncommon that patiencs seek med· 
ical atten tion after having tried intermittent antacid therapy 
hccause of insufficient relief of symptoms. 

[f the response co the therapeu tic trial, carried out for four 
to six weeks, b :idequatc, meaning that both patient anJ phi'· 
s1cian consider the result as satisfaccory. then no further diag
nostic work-up is necessary and the patient may be either 
advised to continue the same therapy for some time or to Mop 

the therapeutic trial. 
If. on the ocher hand, the pattcnt continues to suffer from 

reflux -like symptoms. especia lly when nocturnal symptoms 
also occur or if the symptoms recur rapidly after the therapeu
tic trtal. then it is probably wise to refer the patient for further 
work-up to document whether the re is mucosa! damage and 
if so of which degree. Also, to find out whether the symptoms 
.ire truly due to reflux disease if no endoscopic abnormali nes 
arc present. 

Currently the usual work-up of such patients 1s to perform 
endoscopy fi rst and co perform a 24 h pH monitoring study 1f 
no endoscopic abnormalities arc present or if it is difficult co 
tnterprct the symptomatology of the patient. For both diag
nostic ex:iminations there is considerable debate about how to 
perform and how to grade the abnormalities. 

Many endoscopists still struggle with the criteria upon which 
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co diagnose a hiatal hernia. Scoring the degree of abnormality 
in reflux esophagitis is equally difficult. The diagnosis o f a 
hiaral hernia requires recognition of the squamocolumnar 
mucosa! junction (SCMJ) and the level of the diaphragmatic 
hiatus. If during quiet respiration and without excessive air 
insufflation the SCMJ is located more than 2 to 3 cm above 
the diaphragmatic impression, then an axial hiacal hernia may 
be diagnosed. Often the hernia appears as a pouch-like area 
just below the SCMJ and above the diaphragm. The area of 
rhc mucosa! junction may appear patulous nllowing the 
endoscopist to look directly through this area straight into the 
hiatal hernia pouch. After retroflexing the endoscope in the 
stomach, a space or cupola may become evident around the 
endoscope as the latter passes through the cardia. 

The criteria for reflux esophagicis arc usually those presented 

by Savary and Miller (2). Grade l consists of isolated. usually 
linear streaks or maculatc patches; grade 2 is diagnosed when 
there is early confluence; grade 3 indicates circumferential 
involvement; and grade 4 stricturing, deep ulceration or colum
nar metaplasia. Grade l may be subdivided into la and lb 
depending on whether the isolated red maculae or streaks 
have a fibrinous coat or not. Also, for grade 2 a suhdivision 
into 2a and 2b depends upon the absence or presence of a 
white fibrinous coat over the erosive defects. One should not 
consider fine vessel prominence, diffuse erythema. friabiliry, 
mucosa! thickening or irregularity or fuzziness of the SCMJ as 
a trustworthy indicator of GERD 

PROLONGED pH MONITORING 
There is considerable controversy and debate with respect 

to prolonged pH monitoring. What is the best equipment ro 
use for ambulatory pH recording; glass electrodes or the sim
ple antimony electrodesJ Should all circumstances mimick as 
close as possible the natural situation with respect ro food. 
drink, cigarette smoking, physical exercise, etc, or shou ld the 
procedure for monitoring be standardized with respect to activ
ities, smoking habits, dietary advice, etc? What is the best wny 
of expressing the results; total percentage of time with pH less 
than 4, recumbent and/or upright acid exposure? ls there a 
need to use more complex scoring systems? What is rhe bound
ary between normal ;ind abnormal? 

Sleep, food imake and body position have a major influ
ence on reflux . Reflux episodes occur only during brief inter
vals of arousal between periods of stable sleep or during pro
longed periods of nocturnal wakefulness. Disturbance of 
normal sleep patterns by the presence of pH electrode may 
increase the reflux rate. Esophageal acid exposure also increases 
substantially in rhe 3 h after fooJ. Some patiems restrict their 
food intake substantially during pH monitoring because of 
discomfort from the pH electrode. 

The effect o f body position on rates of reflux and esopha
geal acid exposure has been insufficiently studied. It is pos:;
iblc that even minor inaccuracies of electrode position may 
have a substantial impact on values of esophageal acid expo
sure. Following reflux episodes the esophageal folds may limit 
access of acid to the mucosa between the folds and so may 
cause inhomogeneity of intraluminal pH ac any level. There-
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fore, the position of the pH electrode relative to the esopha
geal folds may be a significant determinant of acid exposu re. 
Furthermore, there are indications that reflux varies nor incon
siderably in amount from day to day among normal subjects 
There is also considerable intrasubject variabili ty of esopha
geal acid exposure in patients with reflux disease. There is 
rising agreement that pH 4 is the best threshold value and 
rhat the best sensitivity and specificity is obtained if only eso
phageal acid exposure and the upright and recumbent hody 
position arc taken into account when ana lyzing ambulatory 
24 h pH monitoring data. For practical purposes the upper 
limit of normal or total acid exposure time ( pH less than 4) is 
5%. Separation between normal and abnormal wi ll presum
ably be smallest in endoscopy negative patients. This is impor
tant since pH monitoring is often used especially in endo
scopy negative patients with atypical symptoms to determine 
whether there b normal or abnormal reflux 

ANTIREFLUX MEASURES 
[f reflux disease/reflux esophagit1s 1s demonstrated the 

patient is treated with the usual annreflux measures and life
style modifirntions together with drug therapy. Th<.> antireflux 
measures include elevation of the head of the bed, early even
ing meal, avoidance of symptom provoking foods or drinks 
and any acid or hypertonic fluids causing symptoms, weight 
loss when appropriate and abstinence of smoking, although 
the evidence to support the latter is rather questionable. Drug 
therapy usually consists of Hi receptor antagonists, sucralfate 
and one of the newer prokinctic drugs such as cisapride. 

The question of the optimal timing of administration of an 
H2 receptor antagonist is unsettled. Current wisdom states 
that <losing at 111ght or after the evening meal is most appro
priate. When so administered, Hi receptor antagonists sup
press evening and nocturnal acid exposure in the esophagus 
u,ually with little remaining acid suppressive activity in the 
morning. Recently, however. it has been shown by several inves
tigators char day rime acid reflux is equally if not more impor
tant rhan nocturnal acid reflux ( 3). The postprandial hours seem 
to be particularly important in this regard. If that is true, it 
would appear to be equally logical to dose the Hi receptor 
antagonist with or after breakfast. Time of dosing, therefore, 
should preferentially be adapted to the time of reflux symp
toms because day time acid exposure is presumably equally 
damaging as nocturnal acid exposure if both arc of equal dura
tion and severity. 

Through many therapeutic studies it has become clear that 
reflux esophagi tis is difficult to heal with the currently avail
able drugs. On average, some 30 to 40% of patients heal after 
six to eight weeks' therapy with H2 receptor antagonbt, . 
sucralfate and/or cisapride and another 30 to 40°,{, improve 
endoscopically. The more severe the reflux esophagitis, the 
more difficult it is to heal within the same time. In contrast, 
almost total suppression of acid secretion through omcprazole 
leads to a much higher percentage of healing. stressing that 
acid is the dominant factor in reflux disease While omeprazole 
is not available in many countries, what is the best therapy at 

the present time? High dose H2 receptor antagonist given after 
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dmncr o r at night? Given for two, th ree or more months? 
Combined with sucralfate during the day o r combined wirh 
cisapridcl Sucra lfate as monotherapy? S ucra lfate plus 
cisapridc 1 

We arc equally ignorant of how to conduct mamrenance 
therapy in reflux disease Currently all maintenance trials have 
foi led The questton really 1s whether it matters that some 
slight aggravanon of reflux damage recurs m the esophagus 
provided we can detect those patients where the disease, when 
poorly controlled, ulumately will lead to stnctunng, deep ulccr
atton or development of a columnar lmcd esophagus. Unfor
tun:ucly, at present, no such indicators have been discovered 
which are clm1cally usefu l. ltts m be expected that very power
ful ac id suppressing drugs su ch as the H •/K•-ATPa se 
proton inhibitors will become available for clinical use In all 
probability admin1strauon will be ltmttcd to a limited penod 
of time in view of the porenual undesirable effect of s timula
tion of ECL cell prolife ration How then ~hould mamtenancc 
therapy he conducted after initial healing with omeprazolc 
High dose H1 receptor antagonists? Combined therapy with 
sucralfatc or cisapridc? Will the indications for surge ry change 

with the ava ilability of porenr H • /K •-ATPase inh,bimrs 1 Will 
the need for antireflux surgery diminish to the same extent as 
what has been seen in peptic ulcer disease 1 

lt is obvious because o f the many unanswered questions. 
that reflux disease/reflux esophagitis is still ma rred by a high 
degree of ignorance both with respect to pathogenesis and to 
therapy More Judicious use of endoscopy and of ambulatory 
pH monito ring may perhap:, be helpful in further unravel
ling the most important aspects of pathogenesb Availability 
of more powerful acid suppressive, mucosa protccuvc and 
motility modulating drugs will hopefully a llow hcttrr medical 
contro l of the disea~ and allow more judicious use of anti reflux 
\Urgery co cut down 1he number of fa iled surgical mtervenuons 
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