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Abstract

Background and aim. The real-life clinical setting has
been known to provide, sometimes, results different from
controlled study outcomes. IPEP (InPractice Evaluation
Program) was designed to evaluate the efficacy of esomepra-
zole in providing symptom relief in patients with reflux
disease who present to primary care physicians for heartburn
and symptoms that are poorly controlled by other drugs,
thus testing the efficacy of the drug in day-to-day practice.

Methods. 119 primary care physicians and 22 internal
medicine specialists, widely distributed geographically,
participated in the program. The frequency and severity of
three symptoms (heartburn, acid regurgitation and upper
abdominal pain) were assessed before and at the end of one
month treatment with esomeprazole 40 mg once daily.

Results. Follow-up data from 747 patients enrolled in
IPEP was available to evaluate the efficacy of the
intervention. Over 80% of the enrolled patients reported a
decrease in the frequency of symptoms to less than one
episode per week for all the three major symptoms
(heartburn, acid regurgitation and upper abdominal pain).
Regarding the severity of symptoms, 50-60% of the patients
reported total relief, while 30-40% reported persistence of
symptoms, but admitted them to be milder and with lower
frequency. At the end of treatment, no patient reported
severe or extremely severe symptoms.

Conclusions. The results of this routine clinical practice
program are consistent with data reported in controlled trials
indicating the efficacy of esomeprazole even in patients with
upper gastrointestinal symptoms “refractory” to treatments
prescribed by primary care practitioners.
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Rezumat

Premize si scop. Studiile controlate care au evaluat
eficacitatea medicatiei antisecretorii in tratamentul BRGE au
furnizat rezultate variabile dar se impune evaluarea eficientei
medicatiei antisecretorii §i in practica de zi cu zi, mai ales
cunoscand faptul cd, de multe ori, realitatea clinicd poate
furniza rezultate diferite fatd de studiile controlate. Programul
de Evaluare Practicd (InPractice Evaluation Programme —
IPEP) si-a propus si evalueze eficienta tratamentului cu
esomeprazol la pacientii cu pirozis §i simptomatologie
insuficient controlati cu alte produse medicamentoase, ce
se adreseazid asistentei medicale primare.

Metodi. O sutid patruzeci si unu de medici, dintre care
119 medici de familie i 22 medici specialisti de medicina
internd, cu o distributie relativ uniforma la nivel national, au
inclus in program 747 pacienti. Subiectii au fost tratati cu 40
mg esomeprazol in doza unicd timp de 1 luna, inregistrand
variabile caracteristice referitoare la simptomatologie inainte
de nceperea tratamentului i dupa incheierea protocolului.

Rezultate. in cadrul lotului inclus in program, dupi o
lund de tratament cu esomeprazol, scidderea frecventei simp-
tomatologiei la mai putin de un episod pe sdptamani a fost
inregistratd la peste 80% din pacienti, pentru toate cele trei
simptome majore luate in discutie (pirozis, regurgitatii acide
si epigastralgii). In ceea ce priveste severitatea simptoma-
tologiei, 50-60% dintre pacienti au relatat absenta definitiva
a acuzelor si 30-40% pacienti au relatat persistenta unei
simptomatologii usoare, dar care survine cu o frecventd mult
redus3. Nici un pacient nu a raportat simptomatologie severa
sau foarte severd la sfarsitul tratamentului.

Concluzii. Programul a confirmat rezultatele studiilor
clinice, indicand eficienta deosebitd a tratamentului cu
esomeprazol si la pacientii cu simptomatologie de reflux
rebeld la tratamentele anterioare prescrise de medicii din
asistenta primara.

Introduction

Gastroesophageal Reflux Disease (GERD) is defined as
the presence of clinical symptoms altering the quality of life
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or the presence of endoscopic changes caused by
gastroesophageal reflux. Essentially, GERD is a motor
esophageal dysfunction that occurs following the
inappropriate relaxation of the lower esophageal sphincter.
Injury develops as a result of the imbalance between the
aggressive factors present in the acid reflux content on the
one hand, and the defense mechanisms of the esophageal
mucosa on the other hand. The current terminology includes
two distinct entities: the endoscopically positive GERD
(reflux esophagitis) and the endoscopically negative GERD
(non-erosive esophageal reflux disease - NERD) with typical
symptoms of reflux disease but no endoscopic or
pathological changes caused by reflux on the esophageal
mucosa (1,2). Recent studies have suggested that NERD is
far more frequent in clinical practice than reflux esophagitis
(51 to 88% of the patients with GERD) (3).

Although GERD is one of the most common
gastrointestinal diseases, incidence data are based on
estimates rather than solid findings, and this is due to the
fact that, on the one hand, GERD and esophagitis cannot be
differentiated based on medical history and, on the other
hand, there is no “gold standard” for positively diagnosing
or excluding GERD (4). The most frequent indicator for GERD
is considered to be heartburn (5), that has a GERD specificity
of 89%, but whose sensitivity is rather limited at around
38% (6). The occurrence of more than three episodes of
heartburn per week has a profound impact on the patient’s
quality of life (7).

Current management of GERD indicates empiric drug
therapy in patients with typical reflux manifestations, aged
50 years or less, with a symptomatic period of less than
three years and no alarming manifestations (weight loss,
anemia, dysphagia etc.). The therapeutic approach involves
several drug classes - proton pomp inhibitors (PPI), H2-
receptor blockers (H2-block), antacids, prokinetic agents,
and surface protective agents. Antisecretory treatment can
be initiated gradually, with drugs administrated in a step-up
or a step-down manner; the latter — which is the alternative
of choice - implies initiating treatment with maximal doses of
PPI followed by a gradual decrease in dosage once the
symptoms are controlled (5).

One of the most effective PPIs available is esomeprazole.
Esomeprazole is the S isomer of omeprazole and has the
ability to reduce the gastric acid secretion through a specific
mechanism. Esomeprazole is a weak base and is concentrated
and converted to the active form in the acid environment of
the secretory canaliculi of the gastric parietal cells, where it
inactivates the proton pomp and inhibits both basal and
stimulated acid secretion. Esomeprazole is completely
metabolized by the Cytochrome P450 system, with the
CYP2C19 iso-enzyme playing a major role and being
responsible for the formation of the hydroxyl- and dismethyl-
metabolites of esomeprazole (8).

Controlled trials evaluating the efficacy of antisecretory
medication in treating GERD have shown variable results,
since response to therapy depends on the severity of the
disease, and the evaluation criteria for both severity and

definition of esophagitis vary across published studies (9).

Under these circumstances, and also considering the
numerous drugs available, evaluating the efficacy of
antisecretory medication in daily practice is essential, since
the real-life clinical setting has been known to provide results
different from controlled study outcomes (10).

The aim of the current program was to address this issue
testing the efficacy of esomeprazole in daily practice, in the
treatment of patients with reflux symptoms and known reflux
disease.

Patients and Methods

The design of the IPEP

The In Practice Evaluation Program (IPEP) was imple-
mented in order to evaluate the efficacy of esomeprazole
therapy in patients presenting to primary care physicians
for heartburn and symptoms that were poorly controlled by
other drugs at the moment of presentation.

As the program was not designed as a clinical trial, there
were no specific inclusion criteria other than the presence
of upper of gastrointestinal (GI) symptoms in patients with
known reflux disease, who had not been treated previously
with esomeprazole, and the indication of PPI therapy in these
patients.

Patients were included in this study by 141 doctors, 119
of whom were primary care physicians and 22 internal
medicine specialists, widely distributed geographically: 56
doctors were from the Southern regions of the country, 45
from the Northern and 40 from the Eastern regions. Each
physician was asked to enroll an average of 5 consecutive
patients. 795 patients were enrolled in the current program.

The indication for upper GI endoscopy was considered
by the doctors before including the patients in the protocol,
in the case of patients with symptom duration longer than 3
years, nonresponsive to PPIs or who presented alarm
symptoms like dysphagia, anemia or weight loss. The
endoscopic evaluation was not required for the inclusion of
the patient in the IPEP, but the doctors were asked to provide
endoscopic data if these were available.

Each patient provided written informed consent prior to
enrolment in the study. 747 patients for which follow-up
data was available were included in the statistical analysis.
Forty-eight patients (6% of the patients included in the
protocol) did not come to the final evaluation and were
excluded from the statistical analysis.

Medication

Each patient received a 40-mg esomeprazole regimen for
one month, with one single dose taken in the morning, half
an hour before breakfast. Patient’s medication was supported
for the last 2 weeks of the treatment regimen by the program
funding. For the first 2 weeks the medication was prescribed
by the doctors and purchased by the patients in accordance
with current laws and the National Health Insurance Co.
policies. After 2 weeks of treatment, the patients had a
subsequent visit to the doctors in order to be provided with
the free medication for the last 2 weeks of treatment.
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Evaluation of symptoms

The variables recorded within the program were the
frequency and the severity of heartburn, acid regurgitation
and upper abdominal pain. Four grade and 5-grade scales
were used to measure the frequency and severity of
symptoms, respectively. The scale used to evaluate the
frequency of patients’ symptoms had 4 grades: less than 1
episode/week, 1-3 episodes per week, more than 3 episodes/
week and daily symptoms. The scale used to evaluate
symptoms severity had 5 grades: absence of symptoms,
mild symptoms, moderate, severe and very severe.

The patients completed standard questionnaires at
inclusion in the program and after one month of treatment,
when they had the final appointment with the doctor.

The medical staff involved in the program was also asked
to complete a standard form. Doctors and patients forms
were collected by the study managers and were introduced
by the protocol operator in a Microsoft Excel spreadsheet,
for processing.

Statistical analysis

The McNemar test was used to compare the baseline
and final data, with a level of statistical significance set at p
<0.05. SPSS for Windows v.10.0 was used for the statistical
analysis.

Results

The mean age of the patients included in the IPEP was
46.1 = 13.8 years. The gender distribution of patients was
balanced, with a male/ female ratio of = 1.18:1.

Three hundred and ninety six patients (53%) underwent
upper digestive endoscopy, at the indication of the primary
care doctor, prior to the inclusion in the program. The
endoscopic investigation revealed 285 cases of GERD
(71.9%); 5 cases of NERD (1.2%), 128 patients with peptic
ulcer (32.3%), 25 patients with Barrett’s syndrome (6.3%),
one patient with esophageal adenocarcinoma (0.2%),
and other esophageal injuries in 29 patients (7.3%).
Fifty-four patients had peptic ulcer associated with
GERD.

Current therapies of patients before entering the study
are summarized in Table I.

Table I Patients’ treatment before the beginning of the IPEP

severity of their symptoms at the beginning of therapy as
moderate or severe, with more than 5% of patients presenting
extremely severe manifestations, for all three recorded varia-
bles: heartburn, acid regurgitation and upper abdominal
pain.

After one month of antisecretory treatment with
esomeprazole, the percentage of patients that reported less
than one symptomatic episode in a week was: 81.5% for
heartburn, 83.4% for acid regurgitation and 87.6% for upper
abdominal pain. Total absence of symptoms after one month
of antisecretory treatment with esomeprazole was reported
in 54.4% of the patients who were experiencing heartburn,
65.5% of those with acid regurgitation and in 64.6% of the
patients presenting with upper abdominal pain at the
beginning of therapy. Table II shows the significant im-
provement in frequency and severity of symptoms following
the 30-days esomeprazole regimen.

Table I1 Frequency and severity of symptoms before and after 30
days treatment with esomeprazole

Baseline End of Statistical
treatment significance
Frequency of
heartburn episodes
<3/ week 259 729 <0.0001
>3 / week 482 12
Severity of
heartburn episodes
absent/mild 125 710 <0.0001
moderate/severe 615 30
or very severe
Frequency of
acid regurgitations
<3/ week 323 660 <0.0001
>3 / week 411 74
Severity of acid
regurgitations
absent/mild 186 707 <0.0001
moderate/severe or 549 28
very severe
Frequency of upper
abdominal pain
<3/ week 331 713 <0.0001
> 3 / week 400 18
Severity of of upper
abdominal pain
absent/mild 193 694 <0.0001
moderate/severe or 537 36

Very severe

Treatment No. of patients
(percent)

PPIs 268 (35.8%)

H2-blocs 366 (49.0%)

Antacids 368 (49.8%)

Other products (prokinetic agents,
surface protective agents)

108 (14.4%)

Before entering the program, more than 50% of the study
patients were experiencing discomfort symptoms (daily
episodes or more than three episodes per week for all the
three variables followed) (Fig.1).

Similarly, more than 60% of patients evaluated the

Subjective evaluation of treatment efficacy revealed
similar results for assessments performed by physicians and
patients: 49% of the participants evaluated the treatment as
excellent, and more than 37% as very good (Table III).

Table III Evaluation of treatment efficacy by doctors and patients

Qualificative Doctors opinion Patients opinion

Excellent 49.9% 49.0%
Very good 38.9% 37.7%
Good 9.5% 11.1%
Satisfactory 0.9% 1.4%
Poor 0.6% 0.6%
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Heartburn
Frequency of heartburn Severity of heartburn
<1 ep./week Absent
1-3 ep./week Mild
Moderate
>
3 ep./week —
daily Very severe
0 20 40 60 80 100 80 100
| I Baseline B End of treatment | 0 Baseline ® End of treatinent
Acid regurgitations
Frequency of acid regurgitations Severity of acid regurgitations
<1 ep./week 83.4 Absent 85.5
1-3 ep./week Mild
Moderate
> 3 ep./week
Severe
daily Very severe
0 20 40 60 80 100 80 100
| @ Baseline @ End of treatment | | @ Baseline ® End of treatment
Upper abdominal pain
Frequency of upper abdominal pain Severity of upper abdominal pain
<1 ep./week 87.6 Absent 646
1-3 ep./week Mild
Moderate
>3 ep./week Fevere
daily Very severe
0 20 40 60 80 100 80 100

| B Baseline B End of treatment |

| = Baseline ® End of treatment

Fig.1 Patients symptoms at baseline and after one month of treatment with esomeprazole.

At the end of the protocol, 23.6% of patients continued
therapy with esomeprazole at the same dosing regimen, 45.7%
of patients received a maintenance treatment with 20 mg
esomeprazole/day, 23.8% of patients discontinued the
regimen due to symptom relief, and 10.9% of patients were
referred to upper digestive endoscopy for persistence of
symptoms.

Discussion

The In Practice Evaluation Program in Romania confirmed
the efficacy of esomeprazole in the treatment of heartburn
and other GI symptoms in current clinical practice patients,
which are not included in a controlled study protocol. After
one month of esomeprazole therapy, more than 80% of the
patients included in this IPEP had a decrease in the frequency
of symptoms to less than one episode per week for all three
major symptoms considered (heartburn, acid regurgitation
and upper abdominal pain). When taking into account the

severity of symptoms, 50 to 60% of patients reported total
absence of symptoms, while 30 to 40 % reported persistence
of mild symptoms, however occurring with significantly
lower frequency. None of the patients reported severe or
extremely severe symptoms at the end of treatment.

In a clinical trial setting and among previously untreated
patients, Johnson et al recently reported that total symptom
relief after treatment with esomeprazole was achieved in 67
to 73% of the patients in the 40 mg/day treatment group, in
62 to 70% of those in the 20 mg/day treatment group, and in
21 to 32% of the patients who received placebo (11). Thus,
the 50-60% of total symptom relief reported by the current
protocol in patients encountered in daily clinical practice
and who had previously undergone antireflux therapy is
significant.

An interesting finding of the current program was that a
high number of patients (64.2%) were identified which had,
prior to enrolment, as treatment of reflux disease, other
medication than PPIs. This must be a particularity of the
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primary care in Romania, to still use the step up approach in
the treatment of reflux disease, despite the recommendation
of specialists. Previous studies have shown that 59% of
patients with GERD continue to experience heartburn after
6 weeks of ranitidine therapy, and that doubling the H2-
blocker dosage fails to provide further symptom relief (12).
Symptom relief is a major goal in the treatment of reflux
disease and was also the main outcome variable of the
current IPEP.

It has been shown that symptoms of GERD have a strong
negative impact on the patient’s quality of life (QoL). The
ProGERD trial, which included and prospectively followed
6215 patients with GERD, showed that before initiating
esomeprazole therapy, the quality of life in these patients
was lower compared to the general population, with a
decrease similar to the one recorded for acute coronary
events (13). There were no differences in the QoL between
endoscopically positive GERD-, NERD- and Barrett’s
esophagus patients. After only 2 weeks of esomeprazole
therapy, the symptom relief resulted in significant QoL-score
improvements on each scale (p<0.001) (13). At the end of
the treatment, QoL assessments were similar to those
reported in the general population. The main factors
associated with QoL improvement were: symptom relief,
presence of severe erosive esophagitis lesions, absence of
nonesophageal manifestations, avoidance of nonsteroidal
anti-inflammatory drugs and presence of Helicobacter pylori.
Hence, the persistence of symptoms was proven to alter the
QoL in patients with GERD (13) and the step-down approach
in the management of patients with GERD is currently
reccommended by specialists, as it is able to provide rapid
symptom relief.

It is worth noting that the current program identified a
similar efficacy of esomeprazole in the treatment of all three
major symptoms — heartburn, acid regurgitation and upper
abdominal pain, which can only be accounted for by the
extremely strong inhibition of the proton pomp located in
the parietal gastric cell. Recent studies have shown that the
mean period of maintaining a gastric pH above 4 was 14 h
for esomeprazole, 12.1 h for rabeprazole, 11.8 h for omepra-
zole, 11.5 h for lansoprazole and 10.1 h for pantoprazole
(p<0.001 for esomeprazole compared to any other product)
(14). Esomeprazole treatment also provided the highest
proportion of patients with a gastric pH above 4 for more
than 12 consecutive hours, compared to other PPIs (p<0.05)
(15, 16).

An important issue in the clinical practice is the
recurrence of reflux symptoms once the antisecretory
treatment is discontinued. In view of this and acknowledging
the effective symptom relief achieved with esomeprazole,
69.3% of patients included in this program decided to
continue the esomeprazole regimen for at least 4 weeks,
using the same dosage or half of the initial dosage. A
randomized, double-blind, placebo-controlled study
including 375 Helicobacter pylori negative patients with
endoscopically healed esophagitis documented
maintenance of healed esophageal lesions in 87.9% of the

patients who continued the 40-mg esomeprazole regimen,
in 78.7% of those who decreased the regimen to 20-mg
esomeprazole, in 54.2% treated with 10-mg esomeprazole
and in only 29.1% of patients receiving placebo (17). A
similar study demonstrated that, after 6 months of treatment,
the patients treated with esomeprazole reported significantly
fewer heartburn episodes, with a much lower severity
compared to those treated with placebo. More than 70% of
patients treated with esomeprazole remained symptom-free
for 7 weeks. When a recurrence of symptoms was recorded,
this occurred after a mean period of 34 days for patients
treated with placebo, 78 days for those who received
esomeprazole 10 mg as maintenance treatment, 115 for
patients treated with 20 mg esomeprazole and 163 for those
treated with 40 mg esomeprazole (18).

The “on demand” therapy with a daily dose of 20 mg
esomeprazole proved cost-effectively superior to any
therapeutic approach involving omeprazole in intermittent
or continued regimens, for a period of six months. (19).

It is important to note that the current program has
enrolled alarge number of patients from a wide geographic
area and it might reflect accurately the current status of
primary medical care for patients with reflux disease in
Romania.

The fact that the inclusion/exclusion criteria into this
program were limited to the presence of upper GI and reflux
symptoms in patients with known reflux disease at the
moment of presentation to the primary care physician and
the indication of PPI therapy, might have led to the inclusion
of a very heterogeneous population. This is reflected also
by the relatively large number of patients having a peptic
ulcer identified by the upper digestive endoscopy and
which was responsible for the symptomatology previously
attributed by the physician to reflux disease. This drawback
is compensated by the fact that the program is applicable to
patients encountered in day-to-day practice and evaluates
how symptoms can be controlled by a regimen proven to be
effective in many, appropriately designed clinical trials
(17,18,20,21).

In conclusion, this program has confirmed the results of
prior clinical trials documenting that esomeprazole is
effective even in day-to-day practice, in patients who have
failed to respond to previous treatment regimens prescribed
by the primary care physicians. The percentage of patients
referred to upper endoscopy due to the lack of treatment
efficacy was only 10%. These data support current
recommendation that therapy with a potent proton pomp
inhibitor should be tried in patients with reflux symptoms
before scheduling an upper digestive endoscopy, as this
may improve resource utilization.

Further efforts should be taken by specialists to convey
the rationale of the step-down approach in the treatment of
reflux symptoms to primary care physicians in Romania.
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