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PRACTICE OBSERVED

Practice Research

Dyspepsia: incidence of non-ulcer disease in a controlled trial of

ranitidine in general practice

JEREMY H B SAUNDERS, RICHARD ] OLIVER, DARRALL L HIGSON

Abstract

Patients who presented to their family doctors with previously
uninvestigated dyspepsia of at least two weeks’ duration were
recruited into a placebo controlled trial of treatment with
mmdne(lso-qmmnﬁnuxmb All patients were
byudoocovybefannmmu,udlorlboumlh
repeated after
treatment. Of the 604 patients recruited, 559 had endouopy of
whom 171 (30%) had no apparent al
pauemmunu,mm.dm-vommm mw
pane one & ; ¢

upl act y

unaided clinical diagnosis.

After endoscopy 496 patients with persistent symptoms
(median duration six to eight weeks) were randomly allocated to
trumcll and then reviewed every two weeks. Complete remis-

lynpwm occurred in 76% of patieats who were taking
ranitidine and in 55% who were taking placebo (p<<0-000004).
Of those with non-ulcer dyspepsia, significantly more became
0-002).
Ranitidine healed most duodenal ulcers (80%) and gastric uicers
(90%) within four weeks. Tolerance to ranitidine was good, and
the incidence of complaints was similar on placebo.

Introduction

Family doctors see many patignts with dyspepsia for the first time
whose symptoms are not entirely typical of peptic ulceration. The
short history and relatively mild symptoms may not justify hospital
investigations before trying some remedy. Among these patients
with dyspepsia are some who have an active gastric or duodenal
ulcer, yet their symptoms are indistinguishable from those of
patients who have oesophagitis, gastritis, or duodemns All these

feal acid which
may be associated with excessive gastric acidity or refiux. The
remaining patients have no disease evident, but their postprandial
dyspepsia is similar to that experienced by the others. Non-ulcer
dyspepsia may be attributed to emotional stress, but many suspect
that acid peptic disease presents a range of clinical features and that
carly symptoms of dyspepsia may herald the start of the chronic
intermittent disease, which may later be recognised as peptic
ulceration.

This perception of early acid peptic disease has prompted two
ideas. Firstly, some endoscopists believe that family doctors should
be encouraged to arrange for endoscopy by providing them with an
“ access” service that is run by an endoscopist at a local
hospital. Secondly, some gastroenterologists consider that effective
treatment to reduce gastric acidity is needed so that any tissue
damage is minimised or avoided altogether. The availability of
endoscopy and the efficacy and safety of histamine H, antagonists
have influenced these attitudes. Indeed, these drugs
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are already being prescribed by family doctors as first treatment
without prior investigation.

purpose of this study was to evaluate the efficacy and safety of
ranitidine in an “open access™ endoscopy service for family doctors.
It would indicate not only what of these patients with
dyspepsia had evidence of underlying disease but also the effective-
ness of ranitidine in relieving symptoms and in healing ulcers or
inflammation in the upper gastrointestinal tract early in the disease.
It seemed desirable also to follow up patients for one year after
‘stopping treatment to assess the rate of recurrence.
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the lacebo group. The proporion of smokers wus higher in patents with
At the fr first_attendance 52% of patients in both resment groups had
consumed alcohol in the previous two weeks. The proportion of heavier
drinkers (an average daily consumption over the prev weeks
cquivalent 0 thee s of o{b«t o six single measures ohpml:) was % in

There
mﬁmmdlﬂmn«mdnnkmnmnmhuhblumnhm
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placebo. Those with duodenal ulcers showed  significant response to
ranitidine, and all those without gastric or duodenal ulcers o oesophagitis
! poden: : e

duodenal ukcers the diary cards showed 3 rapid response of symptoms from
ranitidine, especially pain relief, in the frst two weeks, and 2 definite
reduction in consumption of antacids from the first day.

R After four weeks of treatment 90% of p-uﬂ\u vtllh
gastric or duodenal ulcers returned for a repeat

endoscopic examinat
patients with duodenal ulcer who took ranitidine huled

every wo mb

practitioners made a clical diagnoss based
which was then «mvhudwuhlhtﬁnd
Duodenal ulcerst

on history and examination,
(uble IV).

‘most accurately: o the 35 pateats with
endescopic cvidence, 51 (335%) had been disgnosed chinicaly and 62 (67%)
dn(nmcd with duodenal or peptic ulceration. One hundred and ninety one
patients, however, were considered clinically to have a duodenal ulcer
compared with 93 on endoscopy, and a similar ratio was found between a

uodenal,
endoscopic evidence of gastric or duodenal ulcers (125). Of those patients
with no evidence of peptic ulceration or oesophagitis (302), over half (164)
were given a clinical dn.muw{mm duodenal, or peptic ukceration.
Response of symptoms—Table V shows that for complete remission of
symptoms there was a highly significant difference between the percentage

e rom ? 4% p<005). Only €% of patients with evidence of

oesophagitis on endoscopic examination aticnded for 8 repeat
tmwynﬁc'lwrloulmhulmml,mdnlmmacm
significant difference in complete healing was seen between the patients in
the two treatment groups.

ADVERSE EVENTS

At five attendances (iwo before treatment and three during treatment)
patints completed quesionnares about about 32 symptoms that are sometimes
i the e effccs of drugs. No significant differences were

of patients who had taken ranitidine and that of patients who had taken  each of these symp headaches.
TABLE 11— Symploms before meatment
Before endoscopy ‘Al endoscopy
Pevenage o paves who
expersenced pan a1 exch e
Left Assocuted with  Relieved by Broughtonby  Reheved by Sleep.
Endoscopne diagoons No  Reosernum  Epgssrum  hypochondrum  No bendingsiooping  sntscd cating caung | disturbed
Ocsophagits shone 9 P 7 2 9 “ ® o 2 0
Duodenat uker » 1 ® 2 - 2 n r 5% 7
Gastrc ukcer 52 16 7 a % I} © 0 © &
Allexceps ulers o oesophagis 136 M 9 » ™ “ o o b3 5
TABLE Iv—C endoscopic. for $59 panents f 14 de
Noof
Gt Duodeml
Main finding on endoscopy. ukcer ukcer Other Accurate diagnoses.
Gastee uker (n=28) ) . ‘ . . [ 29 e icer
43% gasinc or pepric uker
Duodenai uker (n =93 13 0 u 3 2 ' 2 5% duodenal
67% duodenal or peptic ulcer
and gastr ukcer (n=4 3 '
Oumm (wathout ul«ﬂuvl!l' 16 » 3 M n 3 " 26% oesophagitis
% ocvophagis or uatus bernia
A ouces g
wicers or mlnm )02\ n 102 3 o 50 " k2l 1
Tousl No 3 91 0 “ 89 u “ 2
TaBLE for panenss
No who No who Final No o vest with.
Endoscopic diagnoss (ireatment group! No treated defavlted. withdrew. evaluated Yatex's correction
All patients.
Ranindine 3 n 5 m 169.76) 2146, p<0. 000004
3 " i w 12305)
Duodensl uker®
Rasdine @ ' 0 v ) 997, p<0002
Piacebo « 3 1 a 190461
Gastric ukcer®.
Ranindine ” L 1 ” 9751 p>02
" 1 o 1 T4 (Fusher's exsct s
No abaormality
Ranitidine 0 3 ‘ 63 S1isn) 281,009
Placebo 7 5 7 6 410661
Ranudioe A s 7 5 103 20 962.p<0 002
Placebo 13 i 10 i 009

* Including four patients with both duodensl and gastesc ulcers
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Patients and methods

A double blind placebo controlled multicentre clinical trial evaluated the

efficacy and safety of ranitidine (150 mg twice daily) in managing previously

nimvestigated patients with dyspepaa by the et of tymptons1nd

‘examination. General practitioners who agreed to participate in

The wr lased with 5 nearby endoscopy clinic. The tral protocol was
the local eth
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um of A puene had capericnced symploms of dvipepes befoe the

isode, and 60% of these first had dyspepsia more than a year
Bcfor. Some (12% had thei st dyspeptic episode within two 10 12 weeks
of consulting their doctor. Three quarters of patients had taken antacids
before entering the trial, and 70% of all patients gained relief that way. All
such features of dyspepuc history were equally represented in both
treatment groups

Outof:

i

from the patients. The fumily doctors erformed sl than no was found in 171 (30%). The remainder had

the e examina . Of the 388 pat e
Patients of both sexes were recruited if they presented to their family doscopy. fc

doctor with dyspepaia o at st two weeks” duration, were tged 18 (0 63
vears, and were willing and able t0 participate in the study

Gefined 13 cpigatric ot rerosternal pain ot discomion that wes wsualy
related to meals. Any patient who had received specific antiulcer treatment,
other than antacids for symptomatic use, in the previous four weeks was
excluded. Patients who were taking anti-inflammatory drugs, had had
surgery to the upper gastrointestinal tract, or had serious systemic illnesses

they
or likely to conceive during the trial. If the endoscopic was

example, oesophagitis and gastric ulcer (table ). Oesophagitis was the
commonest finding on endoscopy, followed by duodenal ukcer (table II).

inflammation in the stomach or duodenum (“gastritis” or *duodenitis”)
were the main findings in 103 patients (18%).

TABLE I— Dustbunion of disease m 559 panents

delayed for any reason beyond 14 days after the initial presentation or if
symptoms of dyspepsia had resolved during the interval before the trial
treatment began then the patient was excluded.
Each parient was allocated o six weeks' treatment with ranitidine 150 mg
Each pack of

and general practitioners dispensed treatment in ascending number order
Treatment had been equally and randomly allocated by computer within

each block of six consecutive numbers. Patients were also provided with
Rennie Digestf blers (chalk 630 mg, ight magncasum carbonate 80 mg
peppermint ol | mg) to be taken as required. Compliance with treatment
was checked by counting tablets every two weeks

At two week intervals patients were seen by their family doctar for
assessment of symptoms and physical examination and to check smoking
and drinking habits. Patients also returned their daily diary of symptoms
and antacid consumption and completed questionnaires asking about their
experience of 32 different adverse events. Any new sign or symptom which
developed duing teeatment wes sso seporied s an sdverse cvent. The

year lat

tions done .m reatment prescribed for dyspepia during the previous 12

months patient.

four weeks after the start of treatment if an ulcer was detected or after six

wecks f other disease was present
Ef

fhicacy n bet
the patients treated with ranitidine and those treated with placebo overal
and also within each diagnostic subgroup. Ulcer healing rates for both

adverse events that were spontancously reported and by those recorded in
the questionnaires. The latter allowed the incidence of each event to be
calculated at every visit, and then by means of transition tables the number

Favencs wih tinding

vananon
Noi
Duodenal uker 97 1171
Duodenaluker with deformed duodenal cap s 8
Duodcnal cromon 5
sase ucer 26
Gast cromons i@
Desophagis 1ot
Ocsophagea ukcer [TRE
herma It
a0 hernia with aesophagits “
Gasirs macroscopical appearanse e
Duodents macrowcopwal sppearance | w o
duodenal cap
Gasiric carinoma 102
t ‘0

TABLE 11— Main dagnons on endoscopic examnation (n =559}

Patients with this finding.
5 maun duagnos

of patients changing category—for example, better, same,
visits was calculated. All statisical tests of significance were ' with Ynes 3
correction, but Fisher's exact test was applied in the
group of patients with gastric ulcers

Results

Panents—After a 12 month pilot study the trial began in May 1982, and
the last patient completed treatment in February 1984. A toual of 604
patients was recruited by 106 general practitioners in the United Kingdom,
who collaborated with 35 endoscopists (three quarters of patients were
examined by 12 endoscopists). Of the 604 patients, 23 failed to attend for
endoscopic examination and in 22 patients endoscopy was performed more
than 14 days after their provisional registration into the trual. Of the
remaining $59 patints, 496 finally entered the trial: nine had been with-
drawn by ‘umours, two
atrophic gastritis, one bleeding ulcer, one further investigation, one error)
and another 54 had been éxcluded(18 were asymptomatic after endoscopy,
22 violated the protocol, 14 defaulted). The of

by the No %
Duodenauker 9 17
Gastric 808
ot s ol cer 407
- 226
Huatus herna only s 3
ot s e, b e e o
alysis of the smalt Pt ppesnnc s s
Dcdeant (macroscopics sppearsace: without peptc
ulcer o ocsophagitis) 3% 6
Deformed duodenal cap only 308
Muxed mucosal disease 17
Gunre curcioina itz
Benign neoptsim Jor
Bule reflux only 407
No sbaormalty " 0e

. uicer panent
4 One patient with mild aesophagsiss and severe gastrits had carcinoma of the head of the
pancreas

3 True wncudence of malignant dusorders: three (0 5%,

Sympioms and endoscopic findings—A detailed examination of the
symptoms and sites of pain that patients reported to their general practi-
tioners at the first attendance showed no characteristic history or patterns of
distribution 1

the final 496 patients were similar in the ranitidine and placebo groups. In

the ranitidine group (243 patients) there were 137 men and 106 women,

‘mean ages 42 (range 18-65) and 43 (range 19-65) years respectively. In the
107

40 (range 18-65) and 42 (range 19-65) years respectively

Disease charactersnes— The duration of presenting symptoms exceeded
99 weeks in seven patients treated with ranitidine and in cight patients
treated with placebo. Of the remainder, the median and mean (SD)
durations of presenting symptoms were six weeks and 131 (17°5) weeks
respectively for weeks and 137
(16°5) weeks respectively for those allocated to placebo treatment. Roughly

For
were more commonly reported by patens with oesophagits than by those
with ulcers, but they were also imilar proportion of
paients withneser ukers o ocsaphagitis. Symptoms diturbed skep for
more patients with duodenal ulcers than for those with gastric ulcers, and
more patients with gastric ulcers found that their symptoms were made
worse by eating.

Risk factors— At the first attendance 48% of all patients in the ranitidine
oup had smoked inthe preious wo wesks and 47% n the placebo group
Eleven per cent were heay
more than 20 cuanues s day over the previows two w«ki) as were 13% of

668

patients in the placebo group experienced headaches before treatment, and
this difference persisted until the sixth week of treatment
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increased the accuracy of diagnosis, and in the results of studies
reported since 1975 the mean of patients with no evident

enty six reported to is 34%, which is consistent with our finding (30%).’
in 61 patients who received ranitidine and 77 adverse cvents in 67 patients Some might argue tht the mmw dw“ of “gastritis™ o
o
should not be

eight
events related to treatment. Of the four patients treated with ranitidine, two
had_diare fore ranitidine treatment started, which became worse
durig treainen. A hird patien was wibdrawrafc 8 single cpiode of
pain, weakness, and anxiety after taking ranitdine for four
weehs. The fourth patint had sor eycs during he s week of treatment,
stopped ranitidine for four days, then resumed treatment to the end of six
weeks without recurrence. Of the eght patents treted with plcebe, three
ne had loss
uase on the first d.ly of twestment which perssted for 17 days, one had
weeks of treatment,
experienced Ins ain, paracstheae, and unsteadiness o the second
ind foth daysoftratment. anl the eighih patient developed an urticara
rash after 14 days of treatment but had also received trimethoprim for &
urinary tract infection.

ANNUAL REVIEW

Of the 496 patients who were randomised to treatment, 361 (73%) were
reviewed 12 months later. General practitioners completed a questionnaire
atinterview for 246 patients and from case records for the - Sixof
these patients had been hospitalised in this period (four taking ranitidine,
two taking placebo). Four of these patients (two taking ranitidine, two
taking placcbo) with no sbnormalies an endoscopy underwent futher

ird

patient taking ranitidine was a 64 year old man who had recurrence of
symptoms one month after his duodenal ulcer had healed. Further

pei
five months after the trial, and he died fter the operation. A fourth patient
from the ranitidine group whose duodenal ulcer had healed during the trial
had a gastric ulcer when symptoms recurred cight months later

One patient in each treatment group reported having had headaches
during the follow up year, which they believed 1 e due to the el
weatment. The patient who had taken ranitidine had had migraine
headaches during treatment which continued for four 10 six weeks after
treatment with no further recurrence. The patient who had taken placebo
had headaches in the follow up period which the doctor thought were due to
stress.

d uktn re

mainly p

treatment were snmmuy reated by their doctors. The remaining

patints may have been exposed 1. varety o reaunents during this follow
between th

tis and
classified as definite abnormal findings. If 5o, me proportion of
patients in this study with definite lesions would be 50%, which still
accords with other studies,

The accuracy with which family doctors evaluated dyspepsia was
approximately $0% in this trial, which agrees with that in other
studies.'* Attempts have been made to identify patients with
dyspepsia who have serious underlying disease by discriminant
analysis of case histories using scoring systems® " or compums "
‘These results show, as we have shown, that it is difficult not only to
make an accurate diagnosis but also 1o ncogust which dyspeptic
patients have underlying discase from symptoms alone.

The high incidence and multiplicity of disease in patients with
dyspepsia who are seen in general practice and the inaccuracy of
clinical diagnosis supports hospital investigation—probably earlier
than symptoms alone might suggest. The following guidelines are
suggested to family doctors: treat patients with dyspepsia without
investigation if it is their first episode; if they relapse arrange for
endoscopy and other tests as appropriate; those aged over 40 may
have a malignancy, and it may be prudent to investigate them at the
outset.

Antacids are widely used as the first treatment for symptoms of
dyspepsia and had been beneficial for almost three quarters of the
who entered this study. It is not surprising, therefore, that
ranitidine, with its 24 hour control of gastric secretion, was better
than placebo in producing relief of symptoms in a variety of
dyxpevuc comimum Tm(mem for six mks with ranitidine

bout 80% of patients
with non-ulcer dyspepsia, as well as healing up to %0% of ulcers,
which is appreciably better than antacid therapy. Ranitidine
treatment was shown to be safe.

If non-ulcer dyspepsia heralds the beginning of acid peptic
disease, as many believe, it may be preferable to try to limit the
extent and degree of mucosal damage. disease seen in patients
in this study might be regarded in the long term as unacceptable
when we have the means to detect and treat it early.

We thank the patients and general practitioners who cooperated in this
sludy. lo'vlhﬂ wnlh the staff of the endoscopy units who provided the
“The trial was initiated and directed by Dr ] C

up period. For these reasons vali
Fhoups could not be made. Roughly 50-60% of pents eviewed, however:
had had a recurrence of symptoms at some time during the 12 months after
trestment.

Discussion
Endoscopic examination of $59 patients with dyspepsia who
consulted their family doctors showed that 70% had

he was employed in Glaxo Group Research Ltd and was
led by Miss Elizabeth Lane-Allman. Statistical analyses were
wr(ormu!vaer]HounnerPR\erﬂ\m‘lon
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