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Does the rapid healing of duodenal
ulcers mean longer remissions?

W. Ahmed,' H. Qureshi' 8.J. Zuberi* and S.E. Alam’
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ABSTRACT A study was conducted to test the response to therapy and the relapse rates of
endoscopicaliy-contirmed duodenal ulcers. Endoscopy to check for healing was performed at 4
and 8 weeks in cases receiving H2-blockers and misoprostol and at 14 and 28 days in cases
receiving a proton pump inhibitor. Endoscopy was repeated at 1, 3, 6 and 12 months to check for
relapses. Healing rates were 81%—77% and 75%-85% at 4 and 8 weeks in the group receiving
H2-blockers and misoprostol. Healing rales were 68% and 100% at days 14 and 28 with the
proton pump inhibitor. The relapse rates within 3 months were 72%—86% and 100% respectively,
This study indicates that the faster the ulcer healed, the earlier the relapse occurred.

La cicatrisation rapide d’un ulcgére duodénal annonce-t-elle des rémissions plus longues?
BESUME Une étude a été réalisde pour contrdler la réponse au traitement et les taux de rechute
des ulcares duodénaux confirmés A Pendoscopis. Un examen endoscopique pour contréler la
cicatrisation a été effectué a 4 et 8 semaines pour les cas auxquels on a administré des anti-H, et
du misoprostol et 4 14 et 28 jours pour les cas auxquels on a adminisiré des inhibiteurs de la
pompe & protons. Eendoscopie a été répétée 4 1, 3, 6 et 12 mois pour contrler les rechutes. Les
taux de cicatrisation étaient de 61%~77% et 75%—-85% & 4 et 8 semaines dans le groupe auquel
on a administré les anti-H, et le misoprostol. Ils étaient de 68% et 100% aux 14° &t 28° jours avec
les inhibiteurs de la pompe & protons. Les taux de rechute dans les 3 mois étaient de 72%—86%
et 100% respeciivement. Celte &tude indique que plus la cicatrisation de l'uicére a été rapide,
plus [a rechute est intervenue tét.
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Introduction

Duodenal ulcer is a chronic relapsing dis-
ease which needs intermittent and occa-
sionally continuous treatment. Many
international data are availahle on the heal-
ing and relapse rates of ulcers with various
drugs, but local data are scarce. The effica-
cy of various anti-ulcer drugs in ulcer heal-
ing and relapse prevention without
maintenance is not well established [/].
The introduction of newer and more potent
drugs has made the choice of treatment
more difficult, especially in terms of pre-
venting relapses. The present study was
performed to determine the efficacy of var-
jous anti-ulcer drugs in ulcer healing and to
determine the most effective and suitable
drug with the lowest relapse rate.

Patients and methods

Patients of either sex, aged between 17 and
77 years, with endoscopically proven
duodenal ulcers were included in the study.
Patients with gastric ulcers, Zollinger-Elli-
son syndrome, oesophageal strictures, con-
current bowel disease, severe pulmonary,
cardiac, renal or liver diseases, malignan-
cies or unstable diabetes mellitus were ex-
cluded. Pregnant and lactating mothers,
patients who had had upper gastrointestinal
surgery, and patients on H2 blockers, non-
steroidal anti-inflammatory drugs, steroids
and anticholinergic therapy were also ex-
cluded from the study.

Gastroscopy under topical anaesthesia
was performed at entry into the study with-
in 3 days prior to treatment. Each patient
was physically examined and details of age,
gencral medical history, duration of disease
and addictions were recorded.

Cases were randomly allocated to re-
ceive 4 weeks of treatment with either ci-

metidine 800 mg HS, ranitidine 300 mg
HS, famotidine 40 mg HS (all H2-block-
ers), misoprostol 200 mg q.i.d or omepra-
zole (a proton pump inhibitor) 20 mg after
breakfast for two weeks. Endoscopy was
repeated on completion of therapy to check
for ulcer healing. Ulcer healing was de-
fined as the complete epithelialization of
the ulcer crater. Those who failed to heal
were given another course of 4 weeks ther-
apy of H2 blockers or misoprostol or 2
weeks treatment of omeprazole. Clinical
evaluation and endoscopy were repeated on
completion of therapy to verify final heal-
lﬂg.

All cases with healed ulcers were fol-
lowed without maintenance therapy for a
year to determine the relapse rate. Endos-
copy was repeated early in cases in which
symptoms recurred; otherwise, it was per-
formed at 1, 3, 6, 9 and 12 months (the end
point of the study) to determine ulcer recur-
rence.

Statistical analysis was done using the
Student f-test and %>-test.

Results

A total of 149 cases of endoscopically con-
firmed duodenal ulcers were included in
the study, of which 16 cases were lost to
follow-up. Of 133 cases analysed, 28 pa-
tients each received cimetidine, 29 re-
ceived ranitidine, 26 received famotidine,
25 received misoprosto! and 25 received
omeprazole. Demographic characteristics
of each group are shown in Table 1. There
were more males than females in each
group with an overall 4:1 male to female
ratio. Although ages ranged from 17 to 77
years, most of the cases were aged 30 to 50
years. Differences regarding age, sex, dura-
tion of symptoms and addiction patterns
were statistically not significant.
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Table 1 Characteristics of treatment groups

tem Cimetidine  Ranitidine  Famotidine Misoprostol Omeprazole
Total cases 28 29 26 25 25
Sex
Male 22 {79%) 23 (79%) 22 {85%) 21 {84%) 20  {80%)
Female 6 (21%) 6 (21%) 4 (15%) 4 (16%) 5 (20%)
Age
Range (years} 17-75 19-73 18-55 17-77 18-70
Mean x s 42+ 16 44 + 15 38+ 11 39+13 39+13
Duration of symptoms (months)
Meanz s 59 +93 42 1 56 40+ 26 47 + 37 50 £ 81
Addictions
Smoking 11 11 11 11 9
Pan with tobacco 7 2 4 5 2
No addiction 10 16 L 9 14
Omeprazole = Prolon pump inhiblior
Cimelidine, ranitidine and famotidine = H2 blockers
5 = standard deviation
Table 2 Comparison of cumulative healing rates of anti-ulcer drugs
Anti-ulcer drug  No. of cages Healod at: No response
2 weeks 4 weoks 8 weeks
Omeprazole 25 17 (68%) 25 (100%) - -
Cimetidine 28 - 17 (B1%) 21 (75%) 7 (25%})
Ranitidine 29 - 21 (72%) 24 (83%) 5 (17%)
Famotidine 26 - 20 (77%) 22 (B5%) 4  (15%)
Misoprostol 25 - 17 (68%) 21 (84%) 4  (16%)

Omeprazole = Proton pump inhibitor
Cimetidine, ranitigine and famotidine = H2 blockers

Cumulative healing rates with the vari-
ous anti-ulcer drugs over 8 weeks are
shown in Table 2. Healing rates ranged
from 61% to 100%. The best results were
achieved with omeprazole. About 15%—
25% of cases failed to respond to medica-
tion and were thus classified as
non-responders (Table 2). After initial heal-
ing, an additional 41 cases were lost to fol-
low-up. This left only 92 cases available for

evaluation of relapse. Relapse rates of the
various drugs ranged from 72% to 100%
and were highest with the PPI (Table 3).

Discussion

The introduction of H2 blockers revolu-
tionized the treatment of duodenal ul-
cers [2]. Since then, several H2 blockers
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Table 3 Comparison of relapse rates

Anti-uicer drug No. followed-up

Relapse rate (%) at:

1 3 6 9 12 months
Omeprazole 22 59 100 - - -
Cimetidine 18 6 17 28 39 72
Ranitidine 15 0 53 57 80 86
Fameotidine 22 32 50 64 73 82
Misoprostol 15 7 27 53 73 80

Omeprazole = Proton pump inhibitor
Cimetidine, ranitidine and famotidine = H2 blockers

with improved healing rates have been in-
troduced [3—4]. In the search for newer and
better drugs, prostaglandin was intro-
duced [5], but the drug did not fulfil expec-
tations. The introduction of proton pump
inhibitors has reduced the duration of treat-
ment of duodenal ulcers by almost
50% [6,7].

Although duodenal ulcer healing has
markedly improved with the newer drugs,
very little is known about the relapse rates
of ulcers after cessation of treatment [8]. It
is reported that 40% to 100% of patients re-
lapse with or without symptoms within 12
months of cessation of therapy [2 ]. In most
studies endoscopy was repeated at 6 to 12
months or at the recurrence of symptoms.
Other studies show a poor correlation be-
tween ulcer relapse and recurrence of
pain and report that the more frequently en-
doscopy is repeated, the higher the chances
are of detecting a relapse [10].

Advanced age, male sex, long duration
of disease, smoking, high acid output and
larger ulcers may adversely affect ulcer
healing [11,12]. All parameters except for
acid output and ulcer size were evaluated in
this study. Onty medium to large-sized ul-
cers were included in this study and small
or blecding ulcers were excluded. Male to

female ratio in all groups was generally 4:1.
Although ages ranged from 17 to 77 years,
the median age of all groups was near 40
years. Duration of symptoms and addiction
patterns in all groups were comparable and
were statistically not sighificant.

This study found that initially the heal-
ing rates were similar with H2 blockers, mi-
soprostol and omeprazole, but at 8 weeks
other H2 blockers showed better results
than cimetidine. The difference was statis-
tically non-significant. Omeprazole
showed 100% healing at 4 weeks
(P <0.05). This and other reported studies
confirm that ranitidine is better than cimeti-
dine, famotidine is better than ranitidine
and misoprostol, and omeprazole is the best
for healing duodenal ulcers [13-/5].

The results of our follow-up study are
different from other studies [&,76,717]. Re-
lapse rates at 1 month were highest with fa-
motidine and omeprazole (P < 0.05), but at
3 months, the highest relapse rate was with
the omeprazole group (£ < 0.05). 'The re-
lapse rates increased at 6 and 9 months in
the misoprostol and H2 blocker groups (Ta-
ble 3). At the end of one year, relapse rates
were statistically non-significant in these

groups.
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The present study indicates that the
higher the healing rate of a drug, the higher
its relapse rate. In the case of omeprazole,
the relapse rate is not only higher but also
more rapid. Its more rapid and higher re-
lapse rate could be due to rebound acid hy-
persecretion and increased meal-stimulated
gastrin response as reported in H2 blocker
therapy [18,19]. This phenomenon may be
exaggerated with the use of more potent

gastrinaemia without trophic effects on the
parietal cells [20].

In spite of rapid advancements in the
field of anti-ulcer therapy, the high relapse
rates noted after the discontinuation of
treatment with H2 receptor antagonists and
omeprazole remain a great concern. It will
be worthwhile in future studies to measure
the serum pastrin level in these cases of ul-

cer so that it can be correlated with relapse

acid inhibitory agents like omeprazole rates.
which has heen shown to produce hyper-
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Who is the target audience?

The Index medicus for the WHO Eastern
Mediterranean Region (IMEMR) is a very
effoctive bibllographic tool for medical
researchers, medical students, studeris of
nursing, public health and community
meadicine and medical librarians. It is an
important adaition to the reference collections
In medical libraries.

Why has thl.s index been complied?

The Index medicus for the WHO Eastem
Mediterranean Region fills a considerable gap
in the bibliographic coverage of health and
biomedical lterature in the Reglon. It indexes
serlal publications and perlodicals issued
within the WHO Eastern Mediterranean
Reglon in Arabic, English and French betwsen
1987 and 1990. The number of periodicals
covered is 87, an increase of 23% on the
previous cumulation (1985-86). The number
of articles included in this cumulation is 9309. /

EMRO publications are available from Distribution and Sales, WHO Regional Office for the
Eastern Maditerranean, PO Box 1517, Alexandria 21563, Egypl.
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