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ABSTRACT: BACKGROUND: Gastroesophageal reflux disease (GERD) is a chronic symptom of
mucosal damage caused by stomach acid coming up from the stomach into the esophagus.
Pathophysiological evidences point towards disordered motility as the main cause of GERD rather
than acid hyper secretion. Cinitapride hydrogen tartrate is a 5-HT,-receptor antagonist and 5-HT,4-
receptor agonist activity. OBJECTIVE: The present study was planned to assess the efficacy and
safety of Cinitapride hydrogen tartarate 1 mg tablets in gastro oesophageal reflux disease.
MATERIAL AND METHODS: 35 adult patients (>20 years old), both genders from the
outpatient clinic in private practices with diagnosis of gastroesophageal reflux were enrolled. One
patient left the study due to an adverse reaction. 34 patients were analyzed. All patients received
cinitapride 1 mg three times a day for four weeks. Patients were also supplied antacid tablets,
which could be taken as a rescue medication during the course of the study. RESULTS: Total 29
male patients and 6 female patients enrolled in the study. There was a significant reduction in the
mean overall symptoms intensity score from 8.4+1.4 (range: 6-11) at baseline to 0.3+£1.1 (range:
0-6) at the end of week 4. There was also a significant reduction in the mean intensity score of
the individual symptoms i.e. feeling of gastric fullness, upper abdominal pain, anorexia, heartburn
and nausea & vomiting from at the end of the study. All the patients enrolled into the study
required antacid tablets as rescue medication initially but the mean number of antacid tablets
consumed declined drastically from 7.1£3.4 (range: 2-14) at baseline to 0.5+1.4 (range: 0-6) at
the end of the study. 29 of the 34 patients (85.3%) were rated to have an “excellent” efficacy to
the study drug, 4 patients (11.8%) were rated to have a “good” efficacy and 1 patient (2.9%)
was rated to have a “fair” efficacy to the study drug at the end of the study. 4 patients developed
adverse events during the course of the study —diarrhea, drowsiness, increased passage of flatus
and lethargy. CONCLUSION: Cinitapride is effective and well tolerated in the treatment of adult
patients with gastroesophageal reflux.

INTRODUCTION: Gastroesophageal reflux disease (GERD) is a chronic symptom of mucosal
damage caused by stomach acid coming up from the stomach into the esophagus. GERD is
usually caused by changes in the barrier between the stomach and the esophagus, including
abnormal relaxation of the lower esophageal sphincter, which normally holds the top of the
stomach closed, impaired expulsion of gastric reflux from the esophagus, or a hiatal hernia.
These changes may be permanent or temporary.")

Treatment is typically via lifestyle changes and medications such as proton pump
inhibitors, H, receptor blockers or antacids with or without alginic acid. Surgery may be an option
in those who do not improve.®
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Pathophysiological evidences point towards disordered motility as the main cause of GERD
rather than acid hypersecretion. The key feature is disordered function of lower oesophageal
sphincter. Principal symptoms of GERD are delayed gastric emptying and decreased peristalsis in
oesophagus. The use of prokinetic agents thus seems to be logical. Due to superior efficacy over
other drugs, prokinetic agents are the drug of choice for acute management and maintenance
therapy of GERD.®

Cinitapride hydrogen tartrate is a substituted benzamide with 5-HT,-receptor antagonist
and 5-HT4-receptor agonist activity, which has been used for the treatment of gastrointestinal
disorders, associated with motility disturbances such as gastroesophageal reflux disease, non-
ulcer dyspepsia and delayed gastric emptying.®

The present study was planned to assess the efficacy and safety of Cinitapride hydrogen
tartarate 1 mg tablets in gastro oesophageal reflux disease.

MATERIAL AND METHODS: It is an open label study in patients with gastroesophageal reflux
disease. A total of 35 patients were enrolled in our centre in this open label study. 34 of these 35
patients enrolled into the study in our centre completed the study as per the Protocol while the
remaining 1 patient discontinued taking the study drug after Week 1 due to adverse event. At the
end of the study, 34 patients were analysed for efficacy and all the 35 patients were analysed for
tolerability.

Patients were instructed to take one tablet of Cinitapride hydrogen tartrate 1 mg thrice a
day before meals for the entire duration of the study i.e. 4 weeks

The schedule of visits for the patients was as follows:
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
Week 0 Week 1 Week 2 Week 3 Week 4

Patients were also supplied antacid tablets, which could be taken as a rescue medication
during the course of the study. The consumption of these antacid tablets was also recorded in the
CRF on a weekly basis.

RESULTS:

Demographic Data: The patients enrolled into this study in our centre comprised of 29 male
patients (82.9%) and 6 female patients (17.1%). The mean age of the patients enrolled into this
study was 38.2+14.6 years with a range of 20-80 years. The mean body weight and height of the
patients enrolled into the study was 58.6+10.3 kg (range: 40-86 kg) and 162.6+£6.7 cm (range:
150-175 cm) respectively.

Efficacy Data: The primary efficacy variable was the change in the mean intensity score of the
symptoms (overall and individual) at the end of the study (week 4) as compared to the baseline
(prior to initiation of the therapy i.e. week 0). There was a significant reduction in the mean
overall symptoms intensity score from 8.4+1.4 (range: 6-11) at baseline to 0.3+1.1 (range: 0-6)
at the end of week 4. There was also a significant reduction in the mean intensity score of the
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individual symptoms i.e. feeling of gastric fullness, upper abdominal pain, anorexia, heartburn
and nausea & vomiting from at the end of the study. (Fig. 1)

The secondary efficacy variables were
(1) Improvement in the mean intensity score of the symptoms (overall and individual) as
estimated on a weekly basis. (Fig. 2)
(2) Percentage of patients not requiring any rescue therapy (i.e., antacids) during the
entire course of the study. (Fig. 3)

All the patients enrolled into the study required antacid tablets as rescue medication
initially but the mean number of antacid tablets consumed declined drastically from 7.1+3.4
(range: 2-14) at baseline to 0.5 + 1.4 (range: 0-6) at the end of the study.

Global Assessment of Efficacy: At the end of the study, 29 of the 34 patients (85.3%) were
rated to have an “excellent” efficacy to the study drug. Of the remaining patients, 4 patients
(11.8%) were rated to have a “good” efficacy and 1 patient (2.9%) was rated to have a “fair”
efficacy to the study drug at the end of the study. (Fig. 4)

Safety Data: Apart from clinical assessment, safety to the study drug was also assessed by
estimation of routine hematological and biochemical parameters and electrocardiographic
examination at baseline and at the end of the study. Patients were asked about any adverse or
untoward experience they had experienced in each follow-up visit, and the same was recorded in
the respective Case Report Form. 1 patient enrolled into the study discontinued the study drug
due to development of adverse event after Week 1. This adverse event was diarrhoea, which was
rated to be of mild intensity and have a “possible” association with the study drug. This adverse
event subsided completely without any symptomatic treatment.

Apart from the above, 3 patients developed 3 adverse events during the course of the
study — these being drowsiness, increased passage of flatus and lethargy in 1 patient each. All
these 3 adverse events were of mild intensity only and were rated to have a “probable” or
“possible” association with the study drug, which subsided completely without any symptomatic
treatment.

No severe or serious adverse event was reported by any of the patients enrolled in our
centre during the entire course of the study.

Further, there was no significant alteration in any of the routine haematological and
biochemical parameters and electrocardiographic examination as carried out at baseline and at
the end of therapy with the study drug in any of the patients in our centre.

DISCUSSION: The present study evaluates the efficacy and safety of Cinitapride in patients
suffering from GERD. Cinitapride is a substituted benzamide gastroenteric prokinetic agent acting
via complex, but synergistic effects on serotonergic 5-HT, (inhibition) and 5-HT, (stimulation)
receptor and dopaminergic D, (inhibition) receptors in the neuronal synapses of the myenteric
plexus.® The pharmacology, pharmacokinetics, toxicology, and clinical profile of cinitapride have
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been reviewed.” In a similar study done in patients with functional dyspepsia, after 4 weeks of
Cinitapride treatment, the Global Index Score showed statistically significant reduction in 58
(48.92%) patients. Similar reduction was seen in individual dyspepsia symptoms; early satiety,
post-prandial fullness, and abdominal distension. The drug was effective in minimizing dyspepsia
symptoms, and improving the quality of life of patients. It was well tolerated and was almost free
of side effects.®® Another study showed that Global evaluation of symptoms relieve by patient
showed considerable improvement in 72.58% of cases, mild improvement in 26.55%, no
improvement in 0.84% and worsening of symptoms in 0.03%. Non serious adverse events
occurred in 2.9% of patients; headache, diarrhea, nausea, drowsiness, dizziness, flatulence,
abdominal pain and meteorism were the most frequent. Diarrhea was present only in the
gastroesophageal reflux and in the dyspepsia groups. The study concluded that cinitapride was
effective and well tolerated in the treatment of adult patients with gastroesophageal reflux,
functional dyspepsia and irritable bowel syndrome.®
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FIG. 2: Mean change in overall symptoms scores as estimated weekly
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