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Aims: To determine the clinical effectiveness of the antispasmodic agents available in Mexico
for the treatment of IBS.
Methods: We carried out a systematic review and meta-analysis of randomized controlled

Abdominal clinical trials on antispasmodic agents for IBS treatment. Clinical trials identified from January
Distension; 1960 to May 2011 were searched for in MEDLINE, the Cochrane Library, and in the Clinical-
Alverine/Simethicone; Trials.gov registry. Treatment response was evaluated by global improvement of symptoms or
Otilonium; abdominal pain, abdominal distention/bloating, and frequency of adverse events. The effect
Pinaverium/ of antispasmodics vs placebo was expressed in OR and 95% CI.

Simethicone; Results: Twenty-seven studies were identified, 23 of which fulfilled inclusion criteria. The stud-
Mexico ied agents were pinaverium bromide, mebeverine, otilonium, trimebutine, alverine, hyoscine,

alverine/simethicone, pinaverium/simethicone, fenoverine, and dicyclomine. A total of
2585 patients were included in the meta-analysis. Global improvement was 1.55 (Cl 95%: 1.33
to 1.83). Otilonium and the alverine/simethicone combination produced significant values in
global improvement while the pinaverium/simethicone combination showed improvement in
bloating. As for pain, 2394 patients were included with an OR of 1.52 (IC 95%: 1.28 a 1.80),
favoring antispasmodics.

Conclusions: Antispasmodics were more effective than placebo in IBS, without any significant
adverse events. The addition of simethicone improved the properties of the antispasmodic
agents, as seen with the alverine/simethicone and pinaverium/simethicone combinations.
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Efecto de los antiespasmodicos solos o combinados en el tratamiento del Sindrome
de Intestino Irritable: revision sistematica y meta-analisis

Resumen

Introduccion: El Sindrome de Intestino Irritable (SIl) se caracteriza por distension y dolor
abdominal recurrentes, ademas de cambios en el patron defecatorio.

Objetivo: Definir la utilidad clinica de los antiespasmodicos disponibles en México para el

Métodos: Se realizd una revision sistematica y meta-analisis de ensayos clinicos controlados
aleatorios de farmacos antiespasmadicos para el tratamiento del Sll. Se identificaron los ensayos
de enero 1960 a mayo de 2011, para esto se realizd una bUsqueda bibliografica en MEDLINE,
the Cochrane Library y en el sitio de registro clinicaltrials.gov. Se tomaron como puntos a eval-
uar: evaluacion global, mejoria de los sintomas, como dolor y distension abdominal, asi como
los efectos adversos del tratamiento. El efecto de los farmacos antiespasmodicos vs placebo se

Resultados: Veintisiete estudios fueron identificados, de los cuales 23 cumplieron los cri-
terios de inclusion. Los medicamentos estudiados fueron pinaverio, mebeverina, otilonio,
trimebutina, alverina, hioscina, alverina/simeticona, pinaverio/simeticona, fenoverina y dici-
clomina. Un total de 2585 pacientes fueron incluidos en el meta-analisis. La mejoria global fue
de 1,55 (IC 95%: 1,33 a 1,83). Otilonio y alverina/simeticona tienen resultados que favorecen
la mejoria global, la combinacion de pinaverio/simeticona mostré mejoria en el alivio de la
distension. Respecto a mejoria del dolor, se incluyeron 2.394 con un OR de 1,52 (IC 95%: 1,28 a

Conclusiones: Los antiespasmodicos son mas eficaces que el placebo en el SllI, sin efectos
secundarios significativos. La adicion de simeticona parece que mejora las propiedades de

los antiespasmodicos, tal es el caso de las combinaciones de alverina/simeticona y pinave-
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1,80) a favor de los antiespasmadicos en general.
rio/simeticona.
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Introduction

Irritable bowel syndrome (IBS) is a frequent gastrointestinal
functional disorder in the western world and Mexico is not
an exception." It is characterized by recurrent abdominal
pain, bloating, and defecation disorders.2? The pathophys-
iology of IBS is not yet fully understood*>; but increased
pain sensitivity and altered small bowel and colon motility
are main factors contributing to IBS symptoms. When com-
pared with healthy controls, IBS patients demonstrate both
visceral hypersensitivity and hyper-reactive motility.®
Antispasmodic agents are believed to reduce pain associ-
ated with IBS through the inhibition of contractile pathways
in the gut wall and to improve bowel habits by increas-
ing colonic transit time, therefore reducing stool passage
frequency. Previous meta-analyses’® have proven the use-
fulness of antispasmodics alone in the treatment of IBS.
Nonetheless, antispasmodic availability differs among coun-
tries. In the United States, the American College of
Gastroenterology review concluded that data were insuffi-
cient for making a recommendation as to the effectiveness
of the available antispasmodic agents.® In Europe for exam-
ple, the utility of the available antispasmodics has been
evaluated,'® however, there is no information regarding the
effectiveness of those available in Latin America. Therefore,
we conducted a systematic review of antispasmodic agents,
both alone and in combination, for the treatment of IBS, and
carried out a meta-analysis of the data obtained. This was

done to determine the clinical effectiveness of the available
antispasmodic agents as sole formulations or in combination
with simethicone, and to update the current information on
IBS treatment in Mexico.

Methods

To determine the antispasmodic agents that are avail-
able in Mexico, we reviewed the therapeutic index of the
Dictionary of Medical Specialties (Diccionario de Especiali-
dades Médicas), PLM®, Mexico-2011. We focused the search
on section A3 of the index that lists all the agents for
functional gastrointestinal disorders. The identified anti-
spasmodics were further searched for in a systematic review
conducted in MEDLINE, Cochrane Library, and ClinicalTri-
als.gov from January 1960 to May 2011 and in abstracts
presented at the Digestive Disease Week (DDW) and the
Mexican Disease Week (Semana Nacional de Gastroen-
terologia) from 2010-2011. The agents listed in Table 1
were analyzed. Accordingly, the search terms were Irri-
table Bowel Syndrome and the following antispasmodics:
pinaverium bromide, mebeverine, otilonium, trimebutine,
alverine, hyoscine, alverine/simethicone, pinaverium bro-
mide/simethicone, alverine/simethicone, fenoverine, and
dicyclomine. Two physicians conducted the search, then
reviewed the results and resolved the existing dis-
crepancies. Figure 1 explains the selection process for
including papers in the meta-analysis. Articles selected
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