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Abstract

Background: Acute diarrhea in children with an annual prevalence of about 2 billion episodes accounts for 1.9 million deaths in
developing countries. According to the World Health Organization (WHO), only 35% of children with diarrhea receive proper treat-
ment for dehydration; hence, the detection of appropriate interventions enables us to prevent mortality and decrease the morbidity
rate.
Methods: This prospective randomized clinical trial was conducted from September 2018 to May 2019 in the Pediatric Gastroen-
terology Ward at the Mofid Children’s Hospital, where 95 children were hospitalized with non-exudative acute gastroenteritis and
moderate to severe dehydration. Among these patients, 53 children were administered intravenous (IV) fluid therapy and oral re-
hydration solution (ORS), and 42 children received IV rehydration and ORS plus Racecadotril (ORS+R). Daily bowel movements and
their consistency were recorded at admission, 24 hours, and 48 hours after hospitalization. All data were analyzed by SPSS software
version 25.
Results: There was no statistically meaningful difference between the intervention and control groups in terms of age, gender,
and weight. According to the statistical analysis, the dehydration severity was same in both groups, and no difference was revealed
between the two groups regarding fever and vomiting. All laboratory findings were similar in both groups at the time of admission.
Although the average duration of diarrhea was shorter in the racecadotril group than in the control group, there was no statistically
significant difference between the two groups. The results indicated a rapid decline in the number of bowel movements by the
first and second days after beginning of the treatment in both groups; however, no statistically meaningful difference was noticed.
The present results indicated no significant difference between the two groups regarding the recovery rate in the first 24 hours of
treatment. Moreover, although the recovery rate of children treated for 48 hours was faster in the racecadotril+ORS group than in
the oral rehydration group, no significant difference was revealed.
Conclusions: There was no meaningful relationship between the administration of racecadotril with the duration of diarrhea, the
frequency of diarrhea, and the recovery rate in the first and second days after treatment. However, in 24 and 48 hours after treatment,
there were a decrease in the number of watery stools and an increase in solid stools; hence, further studies with larger sample sizes
and more accurate measurements determining factors affecting acute diarrhea and differentiating different types of diarrhea are
recommended to further illustrate the role of racecadotril on the treatment of diarrhea in children.
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1. Background

Acute diarrhea in children with an annual prevalence
of about 2 billion episodes accounts for 1.9 million deaths
in developing countries (1). Acute diarrhea is defined as
three or more episodes of loose and watery stools daily for
three days or more and less than 14 days (2). Symptoms
of acute diarrhea include loose or watery stool, which can

be accompanied with hypoxia, vomiting, and abdominal
pain. Moreover, acute watery diarrhea is still leading to sig-
nificantly high morbidities in infants and toddlers (3, 4).
Those suffering from comorbidity or severe malnutrition
require special measurements since they are prone to com-
plications such as electrolyte disturbances, infections, and
death (5). Among children below five years old, 516 deaths
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on average have been annually reported to be caused by
acute diarrhea in Iran (6).

The characteristics of diarrhea (e.g., watery, mucous,
or bloody stools), duration of symptoms, history of travel,
past medical history (immunosuppressives or comorbidi-
ties), vaccination, drug history (e.g., antibiotics or laxa-
tives), family history of similar manifestations, and also
the child’s weight before the presence of diarrhea should
be reviewed (7).

The pathogenesis of acute diarrhea in children is pos-
sible by two different mechanisms, namely secretory or os-
motic. In general, treatment in children is underpinned by
supportive care with rehydration to counteract the intesti-
nal loss of water and electrolytes and also the prescription
of zinc supplements (8).

According to the WHO, only 35% of children with di-
arrhea receive proper treatment for dehydration; hence,
the detection of appropriate interventions enables us to
prevent mortality and decrease the morbidity rate. Global
goals are to reduce mortality in children below five years
old to one or less in 1,000 live births and decrease the an-
nual incidence of severe diarrhea to 75% by 2025 (9).

Regarding the WHO’s strategies, the goals of treatment
are to improve the care and referral system to manage fa-
cilities in health centers and provide proper supplements,
ORS, zinc, antibiotics if needed, oxygen in children below
five years old, and breastfeeding in infants (9).

Although diseases leading to acute diarrheal are often
self-limiting, shortening the duration of acute diarrhea
would bring about significant benefits. Although oral re-
hydration therapy (ORT) decreases mortality, it does not
decrease the period of diarrhea or the number of defeca-
tions per day (3).

Recently, new drugs have been introduced to help
physicians manage acute diarrhea, such as Racecadotril as
an enkephalin inhibitor (10) and a prodrug. Thiorphan
is an active metabolite of Racecadotril, which selectively
stops the activity of the neutral endopeptidase (NEP). This
endopeptidase is introduced on the epithelial cells of the
small intestine and the renal epithelium (11, 12).

Enkephalins inhibit the production of adenosine
monophosphate cyclic in the gastrointestinal system and
decrease the hypersecretion of water and electrolyte (11).
NEP degrades the enkephalins. The secretion of intesti-
nal enterotoxins is stimulated by cAMP (13). Finally, the
antisecretory influence of Racecadotril is induced by the
NEP inhibition, thereby reducing the secretion of water
and electrolyte in the small bowel tract (11, 13). This would
gradually lead to a decrease in watery and loose stool (14).
Unwanted effects such as severe constipation, abdominal
pain, or abdominal distension have not been reported
(10).

Two randomized clinical trials have evaluated the im-
pact of racecadotril on the time scale of diarrheal episodes.
These studies revealed that the duration of diarrhea de-
creased in the racecadotril group compared to those pre-
scribed a placebo or nothing (15, 16). Three analyses on
the medical reports of children from the UK, Thailand, and
Malaysia claimed that racecadotril + ORS was more advan-
tageous and cost-benefit than ORS therapy, resulting in sav-
ing up to 900 Euros/patient in the health care systems (17).

Clinical research addressing the cons and pros of
racecadotril in the management of acute diarrhea has
ended up with inconsistent results. While some stud-
ies concluded an incredible decrease in stool volume, the
number of defecations, and the period of gastroenteritis,
some other studies reported no specific merit (18-21).

2. Objectives

The present study aimed to evaluate the effect of
Racecatodril in children with gastroenteritis. This re-
search aimed to compare the effect of mixed therapy
(Racecadotril and ORS) with ORS therapy in children with
gastroenteritis admitted to hospitals.

3. Methods

This prospective randomized clinical trial was con-
ducted from September 2018 to May 2019 in the Gastroen-
terology Ward of a national referral pediatrics center at the
Mofid Children’s Hospital. The participants were assigned
to the control ORS and treatment (Oral Rehydration Solu-
tion + Racecadotril) groups. The zinc supplement was also
prescribed for both groups.

Children aged 3 - 60 months with acute diarrhea were
included in this study. The exclusion criteria were children
with dysentery or mucus in stool, children with severe co-
morbidities such as liver or kidney diseases, and a history
of specific drug ingestion or food allergies.

Children meeting the inclusion criteria were ran-
domly assigned into two groups and received either stan-
dard treatment or racecadotril plus standard treatment.
The study was approved by the Ethics Committee of the
Shahid Beheshti University of Medical Sciences (Code:
IR.SBMU.REC.1395.1) and registered with the Iranian Reg-
istry of Clinical Trials (IRCTID: IRCT201607131264N8).

Racecadotril (Zedott, Torrent Pharmaceuticals Ltd, Gu-
jarat, India) was prescribed (1.5 mg/kg every eight hours).
Racecadotril administration lasted until improvement of
diarrhea symptoms or five days after the start of the treat-
ment. Apart from additional therapy by racecadotril, all
children received the medications according to the WHO’s
recommendations.
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One hundred children were included in the present
study, of whom five persons were excluded: Two persons
in the control group due to the loss of follow-up informa-
tion, two persons in the Racecadotril group due to parental
request, and one person due to eligibility violation.

The randomization was performed with a 1:1 alloca-
tion ratio. Of 100 participants, the research protocol could
be conducted for 95 children. Among the participants,
52 out of 54 children were administered oral rehydra-
tion solution (ORS), and 43 out of 46 children received
ORS+Racecadotril according to the recommendations of
the Centers for Disease Control and Prevention (22, 23).

During the initial visit, the baseline demographic vari-
ables, including age, gender, and weight (kg), were col-
lected, and the participants’ body weight, pulse rate, res-
piratory rate, temperature, and dehydration severity were
assessed. All children hospitalized with acute non-invasive
gastroenteritis were divided into two groups: a group with
severe dehydration and another group with moderate de-
hydration.

Acute non-invasive gastroenteritis was proved by a
standard stool exam and stool culture (First stool speci-
men was taken at the hospital and analyzed in terms of bac-
terial infections using standard microbiologic methods).

On daily follow-up visits after admission, parents or
caregivers were asked about several daily bowel move-
ments, stool consistency (based on the Bristol stool scale
(24) in Table 1), fever, nausea, vomiting, and any new symp-
toms or side-effects. Children discharged before the com-
plete resolution of symptomswere followed up by phone
interviews.

Table 1. The Bristol Stool Scale

Score Description

1 Separate hard humps

2 Sausage-shaped but lumpy

3 Sausage-shaped with cracks

4 Sausage or snake-like, smooth and soft

5 Soft blobs with clear-cut edges

6 Fluffy pieces with ragged edges, mushy stool

7 Watery, no solid pieces, entirely liquid

The present study mainly aimed to evaluate the effec-
tiveness of the prescription of Racecadotril based on the
count of bowel movements and the recovery rate 24 and 48
hours after the treatment initiation. The secondary objec-
tive of this study was to determine changes in the duration
of diarrhea, the consistency of stool, and the safety and tol-
erability of Racecadotril.

All data were classified in a pre-prepared questionnaire

and were divided into quantitative and qualitative vari-
ables. The collected data was then analyzed. First, the dis-
tribution normality of the studied quantitative variables
was confirmed using the Kolmogorov-Smirnov test. Then,
the chi-squared test was used to compare the qualitative
variables between the groups. To investigate the effect of
each independent variable, we calculated 95% confidence
intervals. The analyses were performed using SPSS soft-
ware version 25.0. In this study, P < 0.05 was set as the sig-
nificance level for all tests.

4. Results

Ninety-five children with acute diarrhea who met the
inclusion criteria participated in this study. The mean age
of children was 14.8 (± 8.9 SD) months in the ORS group
and 13.7 (± 10.9 SD) months in the ORS+R group. In the
ORS+R group, 52% of the patients were male, and 48% were
female. In the ORS group, 70% of the patients were male,
and 30% were female.

According to statistical analyses, there was no signifi-
cant difference between the racecadotril and the control
groups in terms of age and gender (P = 0.182 and P = 00.093,
respectively).

The mean weight of children in the intervention and
control groups were not significantly different (P = 00.506)
(Figure 1). Moderate dehydration was reported in 22 (52.4%)
children in the ORS+Racecadotril group and 28 (52.8%) chil-
dren in the ORS group. Moreover, dehydration status was
severe in 20 (47.6%) children in the ORS+racecadotril group
and 25 (47.2%) children in the control group. Statistically,
the dehydration severity was similar in both groups (P =
01.0) (Figure 2).

At the time of admission, 30 children (71.4%) had vomit-
ing, and 19 patients (45.2%) had a fever in the ORS+R group,
while in the ORS group, 42 patients (79.2%) had vomiting,
and 24 patients (45.3%) had fevers. Our statistical analyses
showed no meaningful difference between the ORS+R and
ORS groups regarding fevers and vomiting (P = 1.0 and P =
0.471, respectively). All laboratory findings at the time of
admission were similar in the two groups (Table 2).

The average period of diarrhea before admission was
estimated to be about 1.8 days (± 1.3 SD) in the group re-
ceiving ORS and 2.0 days (± 1.6 SD) in the group receiving
mixed therapy (P = 0.96). The average period of diarrhea
after treatment initiation was longer in the control group
(3.9 ± 1.6 SD days) than in the Racecadotril group (3.0 days
± 1.4 SD) (P = 0.005). However, statistical analyses showed
no meaningful difference between the groups regarding
the total duration of diarrhea (P = 0.78).

No remarkable difference was noticed in the mean of
bowel movements at the beginning of the study (12.0 (±6.7
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Figure 1. Weight distribution (The mean weight was 9.8 kg (± 2.4 SD) in the ORS group and 9.4 kg (± 2.6 SD) in the ORS+R group, with no statistically significant difference
between the two groups, (P = 0.506).

Table 2. Laboratory Findings at the Time of Admission a

Lab Variables

Treatment Groups

P-ValueORS+R ORS

Mean ± SD Range Mean ± SD Range

Potassium (mEq/L) 4.2 ± 0.5 3 - 5.7 4.4 ± 1.0 3.2 - 9.0 0.946

Sodium (mEq/L) 139.3 ± 4.6 130 - 149 139.2 ± 5.9 132 - 160 0.739

Creatinine (mg/dL) 0.7 ± 0.1 0.5 - 0.9 0.7 ± 0.2 0.5 - 1.4 0.640

BUN (mg/dL) 14.3 ± 6.9 4.4 - 38 15.7 ± 8.8 4.4 - 42 0.622

Neutrophil (%) 50.7 ± 17.7 20 - 83 49.9 ± 21.1 13 - 90 0.857

Abbreviations: ORS, oral rehydration solution; R, racecadotril; BUN, blood urea nitrogen.
a No Statistically Significant Differences Were Observed Between the Two Groups.

SD) in the ORS group vs. 11.2 (± 6.1 SD) in the ORS+R group
(P = 0.847). After 24 hours, the mean of bowel movements
reduced to 6.9 (± 5.6 SD) in the control group and 4.6 (±
3.2 SD) in the ORS+Racecadotril group. After 48 hours, the

frequency of bowel movements decreased to 4.5 (± 4.5 SD)
in the control group and 3.0 (± 2.4 SD) in the racecadotril
group. Figure 3 shows the rapid decline in the frequency
of bowel movements during the first and second days after
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Seyed Motahari S et al.

53%

52%

51%

50%

49%

48%

47%

46%

45%

44%

52%

53%

47%

48%

ORS + R ORS

Moderate

Severe

Figure 2. Comparison of dehydration severity between the control and Racecadotril groups. In the ORS+R group, there were 22 patients (52.4%) with moderate dehydration and
20 patients (47.6%) with severe dehydration, while in the ORS group, there were 28 patients (52.8%) with moderate dehydration and 25 patients (47.2%) with severe dehydration.
The difference between the groups was not statistically significant regarding dehydration levels (P = 1.0).

the initiation of treatment in both groups; however, no sta-
tistically significant difference is presented (P = 0.079 and
P = 0.221, respectively).

According to statistical analyses, there was no remark-
able difference between the two groups at the time of ad-
mission in terms of stool consistency (P = 0.58). Moreover,
24 and 48 hours after treatment, the decrease in the num-
ber of loose stools and the increase in solid defecations
were more significant in the racecadotril group than in the
control group (P = 0.005 and P = 0.025, respectively).

After 24 hours of treatment, 41 children (77.4%) in the
ORS group and 27 children (64.3%) in the ORS+R group had
diarrhea. The analytical results indicated no statistically
significant difference between the two groups regarding
the recovery rate during the first 24 hours of treatment
(P = 0.177). Two days after treatment, 11 children (26.2%)
in the Racecadotril group and 25 children (47.2%) in the
control group still had diarrhea. The 48-hour recovery
rates were 74% in the ORS+R group and 53% in the ORS
group. Although the recovery rate of children treated for
48 hours was larger in the racecadotril+ORS group than in
the control group, no significant difference was observed
(P = 0.055).

It should be noted that no side-effect was reported dur-
ing the study. To sum up, there was no statistically mean-
ingful difference between the intervention and the control
groups in terms of age, gender, and weight. Statistically,
the dehydration severity was the same in both groups.
Moreover, no statistically significant difference was found

between the two groups regarding fevers and vomiting. All
laboratory findings at the time of admission were similar
in both groups. Although the average period of gasteroen-
teritis was shorter in the racecadotril group than in the
control group, there was no statistically significant differ-
ence between the two groups. Our findings showed a rapid
decline in the number of defecations in the first and sec-
ond days after the initiation of treatment in both groups;
however, there was no statistically meaningful difference.
The results showed no statistical difference in recovery
rates between the two groups in the first 24 hours of treat-
ment. Moreover, although the recovery rates of children
treated for 48 hours were larger in the racecadotril+ORS
group, no significant difference was revealed.

5. Discussion

We studied the effectiveness of racecadotril in children
younger than five years old with acute diarrhea who were
admitted to hospitals. Although several relevant studies
have been conducted in different countries, there has been
no published data on racecadotril in Iran.

The present study dealt with children aged 3 - 60
months with acute gastroenteritis who required hospi-
talization. The dehydration severity was similar in both
groups.

According to the findings, that racecadotril did not sig-
nificantly reduce the number of bowel movements in 24
hours (6.9± 5.6 bowel movements in the ORS group vs. 4.6
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Figure 3. Number of bowel movements at admission time and 24 and 48 hours after the beginning of the treatment.

± 3.2 bowel movements in the ORS+R group, P = 0.079) and
48 hours (4.5 ± 4.5 bowel movements in the ORS group vs.
3.0± 2.4 bowel movements in the ORS+R group, P = 0 .221).

Santos et al.’s study on 189 patients showed no differ-
ence in the mean duration of diarrhea and the frequency
of bowel movements between the two groups two days af-
ter the therapy (16). This similarity of results may be due to
the similarity of samples in terms of dehydration severity
and other symptoms. This is, while the sample size should
also be considered because larger sample sizes would pro-
vide more reliable statistical relationships.

Fecal consistency (a decrease in the number of watery
and loose defecations and an increase in solid defecations)
was improved in the ORS+ R group in the first and second
days after the initiation of the therapy. Kang et al. found
no advantage in racecadotril treatment in terms of the pe-
riod of diarrhea, the volume of stool, the number of defe-
cations, or water and electrolyte loss requirements (25).

In contrast, Salazar-Lindo et al. showed that the two-
day stool output, total stool, and the mean duration of di-
arrhea were less remarkable in the racecadotril group than

in the placebo group (26). This could be caused by minor
differences in study design and even differences in drug
prescription protocols.

Many studies have examined the effect of racecadotril
in the management of acute gastroenteritis in children;
however, the findings are inconsistent. Our study showed
that racecadotril causes a decline in the duration of di-
arrhea after hospitalization. Furthermore, the recovery
rate was higher in children receiving racecadotril 24 and
48 hours after initiating treatment; however, the statisti-
cal analyses revealed no meaningful difference. Michael
et al. reported that total 48-hour stool output, the num-
ber of bowel movements, and the period of gastroenteri-
tis were less significant in the racecadotril+ORS group than
in the control group (27). Moreover, a recent systematic
review claimed that racecadotril had moderate effective-
ness in curing children with diarrhea compared to other
anti-diarrheal treatments (28). On the other hand, a meta-
analysis by Eberlin et al. concluded that racecadotril was
more effective than other medications in managing acute
gastroenteritis in children (29).
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Figure 4. Evaluation of stool consistency using the Kruskal-Wallis test. The Bristol score of 6 - 7 is called liquid stool, 1 - 4 solid stool, and 5 soft stool.
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Figure 5. Recovery rates after 48 hours of treatment.

Different studies have reached different findings,
which may be due to different mechanisms of diarrhea.
Secretory diarrhea persists during fasting, while osmotic
diarrhea occurs after ingesting poorly-absorbed solutes
(30). However, the effectiveness of racecadotril in man-
aging acute gastroenteritis is based on inhibiting the
activity of enkephalinases; therefore, the final outcome is

to decrease the secretion of water and electrolytes with
no change in the motility of the bowel (13, 31). Eventually,
racecadotril, which stops the process of secretory diar-
rhea, had no pleasing effect on osmotic diarrhea. In other
words, it may be effective for some types of diarrhea but
not be for others, depending on the different mechanisms
leading to diarrhea. Accordingly, further studies should
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be conducted to differentiate the types of diarrhea in
children and compare the effects of racecadotril on each
type.

Since racecadotril does not alter intestinal motility, un-
wanted effects such as abdominal pain, abdominal disten-
tion, and rebound constipation are not supposed to hap-
pen (32). The present study demonstrated that racecadotril
was a safe medication for children with acute diarrhea, and
that the incidence of vomiting was similar in both groups.
Other studies have also confirmed that racecadotril is well-
tolerated in children (25, 27, 33).

The main limitation of this study was the small sam-
ple size, which was due to the hospital refers and compli-
ance. Accordingly, further studies are suggested to include
larger sample sizes in several hospitals to achieve more ac-
curate results.

Since acute diarrhea is a self-limiting disease, the dis-
ease duration from the beginning of the treatment to re-
covery may be the most applicable and relevant parameter
from patients’ or their parents’ perspectives. Accordingly,
the study results on the diarrhea duration may somehow
depend on the patients’ or their parents’ concepts.

5.1. Conclusions

According to the findings, there was no significant re-
lationship between racecadotril administration with the
duration of diarrhea, the frequency of diarrhea, and the re-
covery rate on the first and second days after therapy. How-
ever, in the first and second days after therapy, there were a
decrease in the number of watery stools and an increase in
solid stools; hence, further studies with larger sample sizes
and more accurate measurements determining factors af-
fecting acute diarrhea and differentiating different types
of diarrhea are recommended to further illustrate the role
of racecadotril on the treatment of diarrhea in children.

Acknowledgments

The authors would like to thank Mr. Hamze Amiri for
providing English editorial assistance.

Footnotes

Authors’ Contribution: Motahari Sh. and Hosseini I.
conceived and designed the evaluation and drafted the
manuscript; Sadeghi S., Dara N., Khatami K., Zahed Gh.,
and Imanzadeh N. participated in designing the evalua-
tion, performed parts of the statistical analysis, and con-
tributed to drafting the manuscript; Sayyari A. re-evaluated
the clinical data, revised the manuscript, performed the
statistical analysis, and revised the manuscript; Motahari

Sh. and Hosseini A. collected the clinical data, interpreted
them, and revised the manuscript; Motahari Sh. and Hos-
seini A. re-analyzed the clinical and statistical data and re-
vised the manuscript. All authors read and approved the
final manuscript.

Clinical Trial Registration Code: Code:
IRCT201607131264N8. Link: https://en.irct.ir/trial/495.

Conflict of Interests: Funding or research support: None;
employment: None; personal financial interests: None;
stocks or shares in companies: None; consultation fees:
None; patents: None; personal or professional relations
with organizations and individuals (parents and children,
wife and husband, family relationships, etc.): None; un-
paid membership in a government or non-governmental
organization: None; Ghazal Zahed, Katayoun Khatami,
Naghi Dara and Mahnaz Sadeghian are reviewer of this
journal.

Data Reproducibility: It was not declared by the authors.

Ethical Approval: The study was approved by the Ethics
committee of the Shahid Beheshti University of Medical
Sciences (Code: IR.SBMU.REC.1395.1).

Funding/Support: None.

Informed Consent: Informed Consent was obtained.

References

1. Farthing M, Salam MA, Lindberg G, Dite P, Khalif I, Salazar-Lindo E, et
al. Acute diarrhea in adults and children: a global perspective. J Clin
Gastroenterol. 2013;47(1):12–20. doi: 10.1097/MCG.0b013e31826df662.
[PubMed: 23222211].

2. Ugboko HU, Nwinyi OC, Oranusi SU, Fagbeminiyi FF. Risk Factors of
Diarrhoea among Children Under Five Years in Southwest Nigeria.
Int J Microbiol. 2021;2021:8868543. doi: 10.1155/2021/8868543. [PubMed:
33727930]. [PubMed Central: PMC7935574].

3. Florez ID, Nino-Serna LF, Beltran-Arroyave CP. Acute Infectious Diar-
rhea and Gastroenteritis in Children. Curr Infect Dis Rep. 2020;22(2):4.
doi: 10.1007/s11908-020-0713-6. [PubMed: 31993758].

4. Rahman MM, Ghoshal UC, Sultana S, Kibria MG, Sultana N, Khan
ZA, et al. Long-Term Gastrointestinal Consequences are Frequent Fol-
lowing Sporadic Acute Infectious Diarrhea in a Tropical Country: A
Prospective Cohort Study. Am J Gastroenterol. 2018;113(9):1363–75. doi:
10.1038/s41395-018-0208-3. [PubMed: 30171215].

5. Shane AL, Mody RK, Crump JA, Tarr PI, Steiner TS, Kotloff K, et al. 2017
Infectious Diseases Society of America Clinical Practice Guidelines
for the Diagnosis and Management of Infectious Diarrhea. Clin Infect
Dis. 2017;65(12):1963–73. doi: 10.1093/cid/cix959. [PubMed: 29194529].
[PubMed Central: PMC5848254].

6. Kolahi AA, Nabavi M, Sohrabi MR. Epidemiology of Acute Diarrheal
Diseases Among Children Under 5 Years of Age In Tehran, Iran. Iran
J Clin Infect Dis. 2008;3(4).

7. Guarino A, Lo Vecchio A, Dias JA, Berkley JA, Boey C, Bruzzese D, et
al. Universal Recommendations for the Management of Acute Di-
arrhea in Nonmalnourished Children. J Pediatr Gastroenterol Nutr.
2018;67(5):586–93. doi: 10.1097/MPG.0000000000002053. [PubMed:
29901556]. [PubMed Central: PMC7116696].

8. Lobo de Sa FD, Schulzke JD, Bucker R. Diarrheal Mechanisms and the
Role of Intestinal Barrier Dysfunction in Campylobacter Infections.

8 J Compr Ped. 2022; 13(2):e127104.

http://dx.doi.org/10.1097/MCG.0b013e31826df662
http://www.ncbi.nlm.nih.gov/pubmed/23222211
http://dx.doi.org/10.1155/2021/8868543
http://www.ncbi.nlm.nih.gov/pubmed/33727930
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7935574
http://dx.doi.org/10.1007/s11908-020-0713-6
http://www.ncbi.nlm.nih.gov/pubmed/31993758
http://dx.doi.org/10.1038/s41395-018-0208-3
http://www.ncbi.nlm.nih.gov/pubmed/30171215
http://dx.doi.org/10.1093/cid/cix959
http://www.ncbi.nlm.nih.gov/pubmed/29194529
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5848254
http://dx.doi.org/10.1097/MPG.0000000000002053
http://www.ncbi.nlm.nih.gov/pubmed/29901556
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7116696


Seyed Motahari S et al.

Curr Top Microbiol Immunol. 2021;431:203–31. doi: 10.1007/978-3-030-
65481-8_8. [PubMed: 33620653].

9. WHO. Diarrhoeal disease. World Health Organization; 2017. Available
from: www.who.int/mediacentre/factsheets/fs330/en/.

10. Szajewska H, Ruszczynski M, Chmielewska A, Wieczorek J. System-
atic review: racecadotril in the treatment of acute diarrhoea in chil-
dren. Aliment Pharmacol Ther. 2007;26(6):807–13. doi: 10.1111/j.1365-
2036.2007.03444.x. [PubMed: 17767464].

11. Eberlin M, Muck T, Michel MC. A comprehensive review of the phar-
macodynamics, pharmacokinetics, and clinical effects of the neu-
tral endopeptidase inhibitor racecadotril. Front Pharmacol. 2012;3:93.
doi: 10.3389/fphar.2012.00093. [PubMed: 22661949]. [PubMed Central:
PMC3362754].

12. Takeda Y, Inaba S, Furukawa K, Fujimura A, Miyamori I, Mabuchi
H. Effects of chronic neutral endopeptidase inhibition in rats with
cyclosporine-induced hypertension. J Hypertens. 2000;18(7):927–33.
doi: 10.1097/00004872-200018070-00015. [PubMed: 10930191].

13. Farthing MJ. Novel targets for the pharmacotherapy of diarrhoea: a
view for the millennium. J Gastroenterol Hepatol. 2000;15 Suppl:G38–
45. doi: 10.1046/j.1440-1746.2000.02264.x. [PubMed: 11100992].

14. Tran LC, Lazonby G, Ellis D, Goldthorpe J, Iglesias N, Steele J, et
al. Racecadotril May Reduce Diarrhoea in Microvillous Inclu-
sion Disease. J Pediatr Gastroenterol Nutr. 2017;64(1):e25–6. doi:
10.1097/MPG.0000000000001421. [PubMed: 27682357].

15. Gutierrez Castrellon P, Polanco Allue I, Salazar Lindo E. [An evidence
based Iberic-Latin American guideline for acute gastroenteritis man-
agement in infants and prescholars]. An Pediatr (Barc). 2010;72(3):220
e1–220 e20. doi: 10.1016/j.anpedi.2009.11.010. [PubMed: 20171152].

16. Santos M, Maranon R, Miguez C, Vazquez P, Sanchez C. Use of
racecadotril as outpatient treatment for acute gastroenteritis: a
prospective, randomized, parallel study. J Pediatr. 2009;155(1):62–7.
doi: 10.1016/j.jpeds.2009.01.064. [PubMed: 19394033].

17. Rautenberg TA, Zerwes U, Lee WS. Cost utility, budget impact, and
scenario analysis of racecadotril in addition to oral rehydration
for acute diarrhea in children in Malaysia. Clinicoecon Outcomes
Res. 2018;10:169–78. doi: 10.2147/CEOR.S157606. [PubMed: 29588606].
[PubMed Central: PMC5858644].

18. Cezard JP, Duhamel JF, Meyer M, Pharaon I, Bellaiche M, Maurage
C, et al. Efficacy and tolerability of racecadotril in acute diar-
rhea in children. Gastroenterology. 2001;120(4):799–805. doi:
10.1053/gast.2001.22544. [PubMed: 11231932].

19. Turck D. [Prevention and treatment of acute diarrhea in infants].
Arch Pediatr. 2007;14(11):1375–8. doi: 10.1016/j.arcped.2007.06.009.
[PubMed: 17629685].

20. Freedman SB, Williamson-Urquhart S, Farion KJ, Gouin S, Willan AR,
Poonai N, et al. Multicenter Trial of a Combination Probiotic for
Children with Gastroenteritis. N Engl J Med. 2018;379(21):2015–26. doi:
10.1056/NEJMoa1802597. [PubMed: 30462939].

21. Lehert P, Cheron G, Calatayud GA, Cezard JP, Castrellon PG, Gar-
cia JM, et al. Racecadotril for childhood gastroenteritis: an individ-

ual patient data meta-analysis. Dig Liver Dis. 2011;43(9):707–13. doi:
10.1016/j.dld.2011.03.001. [PubMed: 21514257].

22. WHO. The treatment of diarrhoea: a manual for physicians and other se-
nior health workers. Geneva, Switzerland. World Health Organization;
1995. Available from: http://www.who.int/child-adolescent-health/
New_Publications/CHILD_HEALTH/WHO.CDR.95.3.htm.

23. Glass RI, Stoll BJ. Oral Rehydration Therapy for Diarrheal Dis-
eases: A 50-Year Perspective. JAMA. 2018;320(9):865–6. doi:
10.1001/jama.2018.10963. [PubMed: 30128535].

24. Caroff DA, Edelstein PH, Hamilton K, Pegues DA; C. D. C. Preven-
tion Epicenters Program. The Bristol stool scale and its relationship
to Clostridium difficile infection. J Clin Microbiol. 2014;52(9):3437–
9. doi: 10.1128/JCM.01303-14. [PubMed: 25031446]. [PubMed Central:
PMC4313178].

25. Kang G, Thuppal SV, Srinivasan R, Sarkar R, Subashini B, Venugopal
S, et al. Racecadotril in the Management of Rotavirus and Non-
rotavirus Diarrhea in Under-five Children: Two Randomized, Double-
blind, Placebo-controlled Trials. Indian Pediatr. 2016;53(7):595–600.
doi: 10.1007/s13312-016-0894-0. [PubMed: 27508536].

26. Salazar-Lindo E, Santisteban-Ponce J, Chea-Woo E, Gutierrez M.
Racecadotril in the treatment of acute watery diarrhea in children.
N Engl J Med. 2000;343(7):463–7. doi: 10.1056/NEJM200008173430703.
[PubMed: 10944563].

27. Michael SSA, Ali AA, Ezzat DA, Tayel SA. Evaluation of racecadotril
in treatment of acute diarrhea in children. Asian J Pharma Clin Res.
2014;7(4):227–30.

28. Liang Y, Zhang L, Zeng L, Gordon M, Wen J. Racecadotril for acute
diarrhoea in children. Cochrane Database Syst Rev. 2019;12. doi:
10.1002/14651858.CD009359.pub2.

29. Eberlin M, Chen M, Mueck T, Dabritz J. Racecadotril in the treat-
ment of acute diarrhea in children: a systematic, comprehensive re-
view and meta-analysis of randomized controlled trials. BMC Pedi-
atr. 2018;18(1):124. doi: 10.1186/s12887-018-1095-x. [PubMed: 29614995].
[PubMed Central: PMC5883268].

30. Kotloff KL, Nataro JP, Blackwelder WC, Nasrin D, Farag TH, Pan-
chalingam S, et al. Burden and aetiology of diarrhoeal disease in in-
fants and young children in developing countries (the Global Enteric
Multicenter Study, GEMS): a prospective, case-control study. Lancet.
2013;382(9888):209–22. doi: 10.1016/s0140-6736(13)60844-2.

31. Schwartz JC. Racecadotril: A new approach to the treatment of di-
arrhoea. Int J Antimicrob Agents. 2000;14(1):75–9. doi: 10.1016/s0924-
8579(99)00151-x.

32. Gordon M, Akobeng A. Racecadotril for acute diarrhoea in children:
systematic review and meta-analyses. Arch Dis Child. 2016;101(3):234–
40. doi: 10.1136/archdischild-2015-309676. [PubMed: 26715673].
[PubMed Central: PMC4789705].

33. Mehta S, Khandelwal PD, Jain VK, Sihag M. A comparative study of
racecadotril and single dose octreotide as an anti-secretory agent
in acute infective diarrhoea. J Assoc Physicians India. 2012;60:12–5.
[PubMed: 23767196].

J Compr Ped. 2022; 13(2):e127104. 9

http://dx.doi.org/10.1007/978-3-030-65481-8_8
http://dx.doi.org/10.1007/978-3-030-65481-8_8
http://www.ncbi.nlm.nih.gov/pubmed/33620653
www.who.int/mediacentre/factsheets/fs330/en/
http://dx.doi.org/10.1111/j.1365-2036.2007.03444.x
http://dx.doi.org/10.1111/j.1365-2036.2007.03444.x
http://www.ncbi.nlm.nih.gov/pubmed/17767464
http://dx.doi.org/10.3389/fphar.2012.00093
http://www.ncbi.nlm.nih.gov/pubmed/22661949
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3362754
http://dx.doi.org/10.1097/00004872-200018070-00015
http://www.ncbi.nlm.nih.gov/pubmed/10930191
http://dx.doi.org/10.1046/j.1440-1746.2000.02264.x
http://www.ncbi.nlm.nih.gov/pubmed/11100992
http://dx.doi.org/10.1097/MPG.0000000000001421
http://www.ncbi.nlm.nih.gov/pubmed/27682357
http://dx.doi.org/10.1016/j.anpedi.2009.11.010
http://www.ncbi.nlm.nih.gov/pubmed/20171152
http://dx.doi.org/10.1016/j.jpeds.2009.01.064
http://www.ncbi.nlm.nih.gov/pubmed/19394033
http://dx.doi.org/10.2147/CEOR.S157606
http://www.ncbi.nlm.nih.gov/pubmed/29588606
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5858644
http://dx.doi.org/10.1053/gast.2001.22544
http://www.ncbi.nlm.nih.gov/pubmed/11231932
http://dx.doi.org/10.1016/j.arcped.2007.06.009
http://www.ncbi.nlm.nih.gov/pubmed/17629685
http://dx.doi.org/10.1056/NEJMoa1802597
http://www.ncbi.nlm.nih.gov/pubmed/30462939
http://dx.doi.org/10.1016/j.dld.2011.03.001
http://www.ncbi.nlm.nih.gov/pubmed/21514257
http://www.who.int/child-adolescent-health/New_Publications/CHILD_HEALTH/WHO.CDR.95.3.htm
http://www.who.int/child-adolescent-health/New_Publications/CHILD_HEALTH/WHO.CDR.95.3.htm
http://dx.doi.org/10.1001/jama.2018.10963
http://www.ncbi.nlm.nih.gov/pubmed/30128535
http://dx.doi.org/10.1128/JCM.01303-14
http://www.ncbi.nlm.nih.gov/pubmed/25031446
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4313178
http://dx.doi.org/10.1007/s13312-016-0894-0
http://www.ncbi.nlm.nih.gov/pubmed/27508536
http://dx.doi.org/10.1056/NEJM200008173430703
http://www.ncbi.nlm.nih.gov/pubmed/10944563
http://dx.doi.org/10.1002/14651858.CD009359.pub2
http://dx.doi.org/10.1186/s12887-018-1095-x
http://www.ncbi.nlm.nih.gov/pubmed/29614995
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5883268
http://dx.doi.org/10.1016/s0140-6736(13)60844-2
http://dx.doi.org/10.1016/s0924-8579(99)00151-x
http://dx.doi.org/10.1016/s0924-8579(99)00151-x
http://dx.doi.org/10.1136/archdischild-2015-309676
http://www.ncbi.nlm.nih.gov/pubmed/26715673
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4789705
http://www.ncbi.nlm.nih.gov/pubmed/23767196

	Abstract
	1. Background
	2. Objectives
	3. Methods
	Table 1

	4. Results
	Figure 1
	Figure 2
	Table 2
	Figure 3
	Figure 4
	Figure 5

	5. Discussion
	5.1. Conclusions

	Acknowledgments
	Footnotes
	Authors' Contribution: 
	Clinical Trial Registration Code: 
	Conflict of Interests: 
	Data Reproducibility: 
	Ethical Approval: 
	Funding/Support: 
	Informed Consent: 

	References

