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[57] ABSTRACT 

This invention relates to a pharmaceutical composition 
for treating gastrointestinal distress comprising an effec-
tive amount of an antidiarrheal composition, e.g. lopera-
mide, and an antiflatulent effective amount of simethi-
cone and methods of treating gastrointestinal distress 
comprising administering such pharmaceutical. compo-
sitions. 
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1600 mg.; bismuth subsalicylate with a dosage range 
from about 120 mg. to 1100 tug: diphenoylate HCI 
with a preferred dosage range from about 0.7 tug. to 10 
mg.; polycarbaphil with a preferred dosage range of 
about 1.50 to 2000 mg.; and calcium polycarbophil with S 
a preferred dosage range of about 150 to 2000mg. Com-
patible mixtures of these antidiarrheal compositions and 
their pharmaceutically acceptable salts can also be in-
cluded in a pharmaceutical composition of the inven-
tion. to 

Loperamide is the most preferred antidiarrheal active 
for use in the pharmaceutical composition of the inven-
tion. Loperamide as a component of the present inven-
tion Includes pharmaceutically acceptable salts of toper-
amide such as loperamide HCI. Loperamide acts by IS 
slowing intestinal motility and by normalizing water 
and electrolyte movement through the bowel. Further,, 
loperamide Inhibits peristaltic activity by a direct effect 
on circular and longitudinal muscles of the Intestinal 
walls. Loperamide in man thus prolongs the transit time 20 
of the intestinal contents and reduces the daily fecal 
volume and increases the viscosity and bulk density and 
thus diminishes loss of foods and electrytes. 

Dosage ranges chosen for the loperamide component 
of the composition of the present invention depend. 25 
upon the age and weight of the Patient. A preferred 
adult dose given initially for the treatment of gastroin-
testinal distress is 4 tug. followed by 2 mg. after each 
unformed stool until diarrhea is controlled. A preferred 
ratio of simctbioonc to loperamide is in the range of 30 
from about 100 to Ito about 10 to 1. Loperamide acts in 
the intestines and is therefore preferably enteric coated 
so that it will pass through the stomach and be released 
in the snfl intestines. While enteric coating is pre-
ferred, it is not essential since loperamide will not be 35 
absorbed or metabolized in the stomach but will eventu-
ally pass through into the small intestines in any event 

Other ingredients both active and inactive can be 
added to the combination antidirheal/antiflatulence 
compositions of the invention. For example, flavoring 40 
compositions are desirably added to chewable and liq-
uid dosage forms. The composition of the invention can 
also be provided in an oral solid dosage form. 

Antispasmodic and anticholinergic compositions and 
their pharmaceutically àcâeptable salts may, for exam- 45 
pie, be added to the compositions of the invention. 
Examples of antispasmodics include phenobarbital, di-
cyclomine HCl, belladonna alkaloids, and atropine. 
Further, various digestive enzymes such as lipase, amy-
lase and protease may also be provided as additional 50 
components in combination with the compositions of 
the invention to reduce and relieve gastrointestinal dis-
tress. 

A method of treating gastrointestinal distress is also 
provided In accordance with the present invention, The 
method comprises administering a coi*ination phar-
maceutical composition in accordance with the inven-
tion to a patient having the symptoms of gastrointestinal 
distress which is a combination of diarrhea and flatu. 
lence, including discomforts associated with flatulence 
which may include bloating, pain, and uncomfortable 
fullness. The method comprises treating the patient 
with an effective amount of an antidiarrheal composi-
tion and an antiflatulent effective amount of simethi-
cone. The antidiarrheal is preferably selected from the 
group consisting of loperamide, attapulgite, bismuth 
subsalicylate, palycarbophil, calcium polycarbophil and 
mixtures thereof. More preferably, the antidiarrheal 
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Composition is loperamide in a dosage range of about 
0.5 to 8.0 mg. combined with from about 20 to 125 tug. 
of simethicone. 

EXAMPLES 

The Invention will now be illustrated by examples. 
The examples are not intended to be limiting of the 
scope of the present invention but read in conjunction 
with the detailed and general description above, pro-
vide futher understanding of the present Invention and 
an outline of a process for preparing the compositions of 
the invention. 

EXAMPLE I 
81-layer Loperamide HO lrng./Simethicone 80 mg., 

Chewable Tablet 

Ingredients ME/tablet 

SThJCONELAYER 
/ - 

dicalcium phosphate. NP 7/ 784.000 
coilodial silicon dfoidc. NF’ 441000 
simethicone. USP 80.000 
aspartame. NP 5.000 
flavors 160$6 
stearic add. NF 18.879 
L.ayer Total 943.935 
LQPERAMIDE LAYER 
loperamide HCl, VSP 2.000 
sucrose. NP ,V 12.000 
niannitol. LISP $65.120 
aspalisme. NP 

/ 

2.120 
flavors 

/ 

9.040 
stearic acid. NP 6.000 

/ 

colloidal silicon dioxide. NP  
Layer Total 600000 
Bi.lsyer Tablet Total 1541.935 

Manufacturing Instructions 
A. Simethicone Granulation 
Combine dicalcium phosphate, colloidal silicon diox-

ide, simethicone, aspartame, flavors and stearic acid. 
Mix using an appropriate mixer (e.g., PK Blender) for 
10 minutes. 

B. Loperamide Granulation 
Granulate loperaniSde HCI with sucrose and a por-

tion of the niannitol using an appropriate fluid bed gran-
ulator (i.e., Glatt OPCG.3). 

Dry blend stearic acid, colloidal silicon dioxide, as-
partame, flavors and the remaining mannitol with the 
above granulation. Mix for 10 minutes in an appropriate 
mixer (e.g., PK Blender). 

C. Compression 
Compress the loperamide and simethicone granula-

tions as separate layers using a bi.4ayer tablet press (e.g., 
Stokes Versa Press), 

EXAMPLE U 
Bi-layer Loperamide HCl 2 mg./Slmeihicone 80 tug. 

Swallowable Caplet 

Ingredients lug/tab 

S1METHI90NE LAYER - 
dicalcium phosphate. NP 784.000 

63 collodjai silicon dioxide. NP 40.000 
simethicone. US? 80.000 
sodium starch glycolate, NF 80.340 
Ecaric acid, NP 2(1090 - 
Layer Total 1004.450 
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RecentAdvances. 
in. Phannaco’therapy 

The irritable bowel syndrome 

Stephen M. Collins, MD 

The irritable bowel syndrome (IBS) is an ex-
tremely common disorder. It Is believed to occur 
usually, after emotional stress and perhaps be-
cause of behavioural and dietary factors. There 
Is definite evidence of disturbed gastrointestinal 
function associated with IBS; however, a diag-
nostic marker remains elusive. The current 
trend Is to diagnose MS on the basis of the 
patient’s history and the findings at physical 
examination and after minimal Investigation. 
The physician-patient relationship remains the 
most important factor In the management of IBS. 
Long-term benefit may be achieved with the use 
of dietary fibre supplements or stool-bulking 
agents. The evaluation of currently available 
drugs Is difficult because of the placebo effect. 
Drug therapy should be aimed at specific symp-
toms and used mainly during the 

initial phase 
Of treatment. 

Le syndrome cUt du colon irritable eat tree 
frequent On l’attrlbue ordinairement aux ten-
sions affectivea; peut-tre eat-U lie aux certains 
facteure du comportement at de lallmentatlon. 
Bien qu’il se manlfeste par de nets troubles 
fonctionnele, on no dispose pea de critbre India-
cutable pour on faire le diagnostic. Celul-ci 
sappule dour actuelleinent sur l’anamnese et 
l’examen dlinique; ii n’exige pas une exploration 
poussØe. Le traltement du côlon irritable repose 
avant tout our le rapport entre Ia malade at son 
mCdecln. On peut obtenir une amelioration du-
rable par l’emplol des produits dietetiques C 
base de fibres on de ceux qui augmentent Ic 

Dr. Collins is an associate professor of medidne and director of 
the Intestinal Diseases Research Unit, McMaster University, 
Hamilton, Out. 

Reprint requests to Dr. Stephen M Collins,. Rm. 3N-4C 
McMaster Unlversiij’ Health $dences Centre, 1200 Main St. W, 
Hamilton, Out. L8N3Z5 

volume du bol fØcil. Ii eat diffidile, vu l’effet 
placebo, de juger de l’efficacitd des medicaments 
actuellement disponibles. On n’y aura recours 
qu’en leedirigeant contre des symptOmes prdcls 
at surtout en debut de traltement.. 

There is no uniformly accepted approach to 
the treatment of the irritable bowel syn-
drome (IBS); some advocate drug therapy,’ 

and others believe drugs play a small part in its 
management2 This controversy reflects a general 
ambivalence to this disorder on the part of many 
physicians. Is it largely an expression of psycho. 
neurotic behaviour, or is it an organic disease of 
the gastrointestinal tract?3 The observation that the 
symptoms reported by patients with IBS, are ex-
perienced but not reported by as much as 14% of 
the population has led to further uncertainty about 
the nature of the syndrome.45 People with lBS 
account for approxImately 10% of the patients who 
visit family physicians and for at least 50% of 
those who are referred to gastroenterologists;" 
therefore, these people have an enormous socio-
economic impact on our society.9 

Although many preparations are available,20 
few have been proven to be effective, and doubts 
about the nature of IBS undermine any attempts to 
rationalize, implement and evaluate different 
forms of therapy. In addition, the heterogeneity of 
lBS and the natural history, which Is characterized 
by frequent relapses and remissions, compound 
the problem. Finally, attempts to evaluate IBS 
therapy have been substantially constrained be-
cause of a placebo rate that may exceed 60%. 

I have reviewed what Is known about the 
pathophyslologic features of IBS and have attempt-
ed to use this Information to rationalize existing 
therapeutic options. I have emphasized the princi-
pies, rather than the specifics, of therapy and 
the treatments that have been shown to be effec-
tive in adequately designed studies, although this 
information Is often unavailable. In addition, 

- For prescribing information see page 378 CMAJ, VOL. 138, FEBRUARY 15, 1988309 



I have provided data from my experience in 
managing patients with this common and difficult 
problem. 

Pathogenesis 

Psychologic factors 

The evidence that IBS is primarily, or even 
exclusively, a behavioural problem has been based 
on several observations. As a group, IBS patients 
exhibit more symptoms of affective disorders, such 
as anxiety and depression, than do normal sub-
jects,"-14 and the symptoms are often precipitated 
by stressful events.15 Furthermore, psychotherapy16 
and hypnotherapy17 have been shown to lessen the 
symptoms significantly in some patients. Although 
psychotropic drugs may help, the effect is not 
necessarily an exclusively psychotropic one, be-
cause many of these agents directly affect the 
gastrointestinal tract. 

Symptoms experienced by patients with LBS 
may be experienced but not reported by up to 14% 
of the general population.1819 In addition, balloon 
distension of the rectum produces pain at lower 
distension volumes in patients with IBS than in 
control subjects.2021 These findings suggest that the 
former group present because of general intoler-
ance of pain. However, Cook and associates, 
using electrocutaneous stimulation, found that pa-
tients with IBS were actually less likely than 
healthy subjects to report pain from a noxious 
stimulus. In fact, the patients exhibited a level of 
tolerance that was similar to that of patients with 
Crohn’s disease. That people with IBS are intoler-
ant of pain due to rectal distension may reflect 
local changes within the gastrointestinal tract that. 
are part of the pathogenic features of the disease. 

Not all patients with IBS exhibit psychoneu-
rotic behaviour or perceive emotional stress as a 
precipitating factor; in some, symptoms are trig-
gered by gastrointestinal infection (postinfectious 
LBS).15 These observations have led physicians to 
consider the existence of gastrointestinal dysfunc-
tionin IBS. 

Altered gastrointestinal motility 

Several groups have Identified changes in the 
gastrointestinal motility of patients with IBS. Al-
though the condition may involve any part of the 
gastrointestinal tract interest has traditionally been 
focused on colonic motility. Unfortunately, the 
colon is a highly complex and variable organ in 
terms of its motility aparatus," and the identifica-
tion of abnormalities in this region has been 
elusive. Three groups have shown an increased 
Incidence of low-frequency, electrical slow-wave 
activity (3 cpm) in the sigmoid region,42’ but this 
finding has not been confirmed by others.2728 

Changes in electrical spiking activity have been 

found3 and appear tóhave some bearing on the 
dominant pattern of altered bowel. habit (i.e., 
diarrhea or constipation). Patients with IBS who 
have constipation have been found to have slow 
transit of the luininal contents, whereas those with 
diarrhea have rapid transit.3 In addition, patients 
with constipation generally have increased motili-
ty, predominantly noncontractile, in the sigmoid 
colon, unlike those with diarrhea, who exhibit 
generally decreased activity In this region.32 In 
the small intestine, where motility patterns are 
more predictable, abnormalities have been found 
in short- and long-term studies.33,3’ The occurrence 
of abdominal pain has been correlated with sped-
Ic ’bursts of motility in the small intestine and 
with arrival of the Iuminal contents at the cecum.8 

The motility apparatus of the gastrointestinal 
tract in patients with IBS is unduly sensitive to 
exogenous and endogenous stimuli. Some patients 
have significant increases in colonic motor activity 
after the administration of cholecystokinl&’ or 
parasympathomimetic agents.37 Some patients, 
particularly those with predominant constipation, 
exhibit ,a prolonged. colonic motor and electrical 
response after a meal;m In addition, bile acids have 
been shown to induce greater increases in colonic 
motility in some patients with IBS than in control 
subjects.3 These abnormal responses to such ubiq-
uitous stimuli may be the basis for gastrointestinal. 
symptoms and food intolerance in many of the 
patients. 

Alterations in other gastrointestinal functions 

Abnormalities of gastrointestinal function 
have not been restricted to the motility apparatus. 
The intestinal epithelium of patients with predomi-
nant diarrhea has been reported to become secreto-
ry after bile-acid infusion.10 In a double-blind study 
patients who reported intolerance to specific foods 
showed increased concentrations of fecal prosta-
glandin E2 when challenged with those foods." 
This interesting finding remains controversial,02, but 
it raises questions about the nature of IBS and 
whether it reflects a variety of pathophysiologic 
processes, especially since entities such as isolated 
lactase deficiency" and idiopathic bile-salt mal-
absorption4’ may also mimic IBS. 

Conclusion 

Behavioural abnormalities and changes in gas-
trointestinal function have been identified in pa-
tients with LBS. I believe that IBS is an exclusive 
disorder of neither the brain nor the gastrointesti-
nal tract but, rather, the gut-brain axis, through 
which chronic stress and other behavioural factors 
affect gastrointestinal function and through ’which 
stimuli from the abnormally responsive gastroin-
testinal tract are transmitted to the brain The 
extent to which behavioural and gastrointestinal 

n 

310 CMAJ, VOL 138, FEBRUARY 15, 1988 



factors contribute, to the syndrome, as well as the 
affected site within the gastrointestinal tracts vary 
substantially between patients. 

Management . 

Physician-patient relationship 

The physician-patient relationship Is the 
major determinant of the outcome of therapy in 
IBS, and Its Importance cannot be. , overempha-
sized." In addition to having a serious and. 
sympathetic attitude to the patient’s symptoms, the 
physician should try to make a ’confident and 
positive diagnosis. Traditionally the diagnosis of 
IBS has Involved exclusion of organic disease and 
often exhaustive Investigations of gastrointestinal 
structure and function. This approach Is not only 
costly, time-consuming and potentially hazardous, 
to the patient but also undermines the patient’s 
confidence in the physician. 

The trend now is toward a positive diagnosis, 
based largely on features obtained ,from the pa-
tient’s history and the absence of evidence of 
organic disease from, physical examination and. 
minimal nvestigation.49-°  H1tji ., characteristic 
symptoms of lBS include abdominal 

pain 

or, djs 
comfort, gas, andconstipation . or diarrhea, or. 
alternating eplspdes of each.’! Tenesmus and The 
presence of mucus in the stool are also common. In 
attempting to reach a positive diagnosis the physi-
cian should focus on the multiplicity and duration 
of symptoms (2 years or more), as well as the 
absence of fever, weight loss, anemia or blood in 
the stool. Sigmoidoscopy is helpful, not only 
because It permits visualization of the rectal muco-
sa and the consistency of the stool but also because 
air insufflation may sometimes reproduce the 
symptoms. A routine blood count helps to exclude 
anemia and leukocytosls; screening of the stool for 
blood, fat globules. and leukocytes may also be 
helpful, particularly in cases of persistent diarrhea. 

Consideration of further investigation should, 
in most cases, depend on specific symptoms such 
as fever and weight loss, the discovery of an 
abnormality at physical examination or the results 
of screening tests. In patients more than 40 years 
of age with a strong family history of gastrointesti-
nal cancer or evidence of cancerphobia endoscopic 
or radlologic studies may be indicated. The "shot-
gun" approach to the diagnosis of IBS - extensive. 
investigation of the upper and lower gastrointesti-
nal tract, the pancroatobiliary systems and’I the 
retroperitoneal area - is now generally� unaccept-’ 
able.47 

The patient’s history is Important not only in 
establishing a positive diagnosis but also in identi-
fying factors that may Influence subsequent man-
agement. It is necessary to. Identify any evidence of 
anxiety or depression, to determine tactfully the 
sources of these problems and to probe any "hid-
den agenda" that reflects psychosocial problems.47 

The patient’s eating habits must be ’evaluated for 
fibre content, meal frequency and evidence of 
Intolerance to specific foods (although patients 
with IBS commonly provide a litany of offending 
foods). The physician should then identify the  
major symptoms as potential targets for therapy. 

In some patients, particularly those whose 
symptoms have been precipitated by a stressful 
event or who fear a more serious illness, a confi-
dent diagnosis supplemented by an explanation of 
the basis ’of  the symptoms Is sufficient. To all 
patients the physician must stress that IBS Is a 
common, chronic problem, associated with re-
lapses and remissions, and temper their expecta-
tions of treatment by advising them that deteriora-
tion may occur under adverse conditions and that 
an adjustment of lifestyle is necessary in the long 
term. 

For many patients with lBS reassurance alone 
is insufficient, and further therapy is required. I use 
dietary management, with or without stool-bulking 
agents, as the main strategy for long-term treat-
ment. Drug therapy should be reserved for severe 
or refractory symptoms and viewed as a temporary 
measure while patients adapt to their new diet, 
alter their lifestyle and generally modify their 
expectations of treatment. 

Dietary measures 

The widely held belief that the gastrointestinal 
tract tolerates regular eating habits better than 
irregular ones seems intuitively correct and may 
provide a starting point for further dietary advice: 
the sensible elimination of particularly trouble.. 
some foods and  the evaluation of any suggestion 
of lactose intolerance. Intolerance to food because 
of immunologically based hypersensitivity is un-
common and difficult to diagnose but should be 
considered if the patient has other manifestations 
of atopy. 

Dietary fibre deficiency is assumed to play 
some role in the pathogenesis of IBS, but evidence 
of this is indirect.5’ In animal studies low+residue 
diets have been associated with disturbances in 
gastrointestinal motility,32 and in subjects with IBS 
fibre supplements have been associated with alter-
ations in colonic motility.53 Most gastroenterolo-
gists believe that fibre helps to relieve several’ IBS 
symptoms, particularly constipation, but results of 
clinical trials have been mixed. Some placebo-con-
trolled studies have shown a significant clinical 
improvement;53,3’ however, others have Shown no 
benefit.s-" These discrepancies may be explained 
by differences in the types of fibre supplements; 
the short duration of most Studies, ’the heteroge-
neous patient populations and the failure ’to’ con-
trol the spontaneous intake of fibre. 

The most widely used natural fibre is bran, 
and the therapeutic daily dose is from 10 to 25 g. 
Bran should be introduced gradually in anticipa-
tion of side effects and problems with compliance. 
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The latter may be minimized If a dietitian counsels 
the patient about alternative sources of fibre and 
imaginative ways of Incorporating fibre Into the 
diet. Side effects such as increased bloating, flatu-
lence, abdominal pain and diarrhea usually occur 
within the first month; thus,, therapy should be 
continued for at least 3 months for proper evalua-
tion. Preparations that contain simethicone often 
help to reduce symptoms of gas that occur during 
the introduction of fibre. If bran Is poorly tolerated, 
stool-bulking agents such as those containing psyl-
lium are often useful. Results of adequately con-
trolled clinical trials of these agents are conflict-
ing,5758 but as with ’bran their use is promoted 
largely on the basis of clinical, experience. Heaton 
has written an excellent review of this topic. 

Drug therapy 

Drug therapy for IBS is controversial. Some 
believe that it is of little use and potentially 
dangerous, because it may reinforce the pattern of 
learned illness behaviour that is common among 
IBS patients.60 To disregard these concerns is irre-
sponsible. However, I believe that to dismiss drug 
therapy undermines the credibility in the origin 
and severity of the symptoms and overlooks exten-
sive evidence that the gastrointestinal tract is 
abnormal. An assessment of the relative impor-
tance of behavioural factors and gastrointestinal 
dysfunction In each patient is a matter of clinical 
judgement. An open-minded, balanced and Indi-
vidualized approach to drug therapy is essential. 
Although some patients respond merely to reassur-
ance and adjustments of lifestyle, others require 
pharmacotherapy, at least temporarily. 

Many drugs are available to treat IBS symp-
toms, but few have been shown in adequately 
controlled trials to be superior to placebos.’° The 
potential value of placebo therapy has recently 
been addressed.41 However, the evaluation of drug 
therapy has been difficult because of the syn-
drome’s heterogeneity, variability and susceptibili-
ty to ubiquitous influences and because of the 
absence of objective markers to monitor therapy. 
We are only beginning to understand the pharma-
cologic complexities of gastrointestinal motility" 
and the relation between motility patterns and 
symptoms. Without such knowledge we cannot 
easily rationalize therapy. In light of these prob-. 
lems and uncertainties, drug therapy cannot be 
dismissed simply because of a current lack of hard 
evidence of efficacy. 

Drug therapy should be aimed at specific 
symptoms rather than be used to achieve a global 
improvement In the patient’s condition. 

Con.tpatiorn The principle underlying the 
treatment of constipation Is to increase feral mass; 
in IBS this Isbest achieved with the use of fibre or 
bulk-forming agents, particularly in patients with 
hard stools. In those with severe constipation I 
generally use nonirritant laxatives, such as lac-

tulose, In liberal dosages to induce soft bowel 
movements before fibre therapy Is started. I usual-
ly discourage the use of irritant laxatives; however, 
some patients acquire a strong attachment to these 
widely available drugs - an attachment that is 
sometimes difficult to break with the more gentle 
but less explosive nonirritant laxatives. 

Abdominal pain: Abdominal pain may result 
from distension of the gastrointestinal tract by gas 
or stool or from contraction outs smooth muscle. 
In the case of distension the restoration of a 
normal bowel habit should eventually decrease the 
pain. The use of antiflatulent drugs; including 
those that contain almethiconØ, maybe beneficial 
in thesheetterm4f the PM is associated withgas 
and distension 

Antispasmodic drugs are -used to reduce 
cramping pain, which is believed to be caused by 
muscle contraction; these drugs may directly inhib-
it smooth muscle contraction, block neuromuscular 
cholinergic transmission or have a combined effect. 
Mebeverine hydrochloride has been the most 
widely studied antispasmodic ’agen in controlled 
trials, and the ’evidence generally supports its 
use.162-" Other drugs include dicyclomine hydro-
chloride and preflniumP The carminative pep-
permint oil has been proven to be beneficial when 
used In an enteric-coated form," but a more recent 
study did not confirm this.69 Attention has also 
been drawn to the use of calcium-channel blockers; 
however, ’recent evidence has suggested ’that’ the 
side effects outweigh any beneflts.Th 

Narcotic-based analgesics should be avoided 
at all costs because Of the risk of dependence and 
the possible development of a pseudo-Obstructive 
syndrome." 

Diarrhea: Some patients present with persis-
tent diarrhea that does not respond to fibre. These 
patients should always be screened for lactase 
deficiency with the use of a lactose tolerance test 
and for malabsorption of idiopathic bile salt with 
radlolabelled bile acid breath tests.72 Even in the 
absence of bile-acid malabsorption it is worth 
trying cholestyrainine, since studies have shown 
that the motor39 and secretory40 mechanisms of the 
affected gastrointestinal tract are more sensitive 
than those of normal tracts to bile acicls.n 

The opiate class of antidiarrheal drugs in-
dudes codeine phosphate, diphenoxylate hydro-
chloride and loperamlde hydrochloride. Each has 
been shown to be superior to placebos in the 
treatment of chronic idiopathic diarrhea," Lo-
peramide is the best tolerated and Is particularly 
beneficial In patients who also complain of urgen-
cy.75 In those with alternating episodes of diarrhea 
and constipation I treat the constipation and em-
phasize the use of fibre or stool-bulking agents, 
because treatment of the diarrhea may Induce 
severe constipation. 

Prvkinetic Wenta: Some patients with IBS 
have dyspeptic symptoms that suggest involve-
ment of the proximal gastrointestinal tract. They 
may complain of bloating, ;postrandial fullness, 
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Figastrlc discomfort, nausea or vomiting. There 
is 

usually no evidence of peptic ulcer disease, but 
some patients may have delayed gastric empty-
ing.76 Prokinetic drugs such as metodopramide 
hydrochloride and, more recently, domperidone 
have been shown to accelerate gastric emptying;78 
however, the evidence is conflicting.79-8’ The 
mechanism of action of domperidone is not fully 
understood, but its effects are unlikely to be based 
exclusively on its ability to antagonize the periph-
eral effects of dopamlne.79 The precise role of 
domperidone in the management of IBS awaits 
further resolution of its pharmacologic effects on 
gastrointestinal motility. 

Tnmebutine maleate has enjoyed popularity 
in Europe for the treatment of various functional 
gastrointestinal Symptoms82-" An opiate ligand, it 
has a complex pharmacologic profile that cannot 
be predicted on the basis of the actions of com-
monly used opiates such as codeine and mor-. 
phine.81 Thnebiitiie alters colonic myoelectrlcal 
activity and shortens the transit time in constipat-
ed_patients.TM lfiºdiØiölihnuiªeiiinof 
IBS, like that of domperidone, awaits a clearer 
profile of 

=’o
cologic properties and a better 

understane pharmacologic control over 
gastrointestinal motility. 

Psychologic symptoms: The rationale for the 
use of psychotropic drugs has been based on the 
observation that depression and psychoneurosis 
are more common in patients with IBS than in 
healthy people."-14 The results of studies of the 
efficacy of antidepressants are conflicting,"’-" 
and interpretation is particularly difficult when 
such drugs are used in combination with other 
agents. The same is true of anxiolytic drugs, which 
also are often combined with an antidepressant or 
antispasmodic agent.92.’8 In addition, many an-
tidepressant and anxiolytic agents directly affect 
the gastrointestinal tract; this further confounds the 
analysis of their efficacy in IBS. Nevertheless, if 
there is strong evidence of affective illness the use 
of these drugs seems appropriate, at least tempo-
rarily. I am reluctant to advocate their use for 
primary long-term treatment of gastrointestinal 
symptoms in a chronic benign disorder like IBS. 

Prognosis 

IBS is characterized by episodes of relapse and 
remission, the frequency of which may be influ-
enced by emotional stress and dietary factors. One 
study showed that most patients remained symp-
tomatic after 1 year.’8 A more recent study has 
given a somewhat better prognosis, the condition 
of 68% of the patients substantially improving 
after 5 years. Much of this improvement was 
attributed to the long-term use of fibre or stool-
bulking agents." IDS is seldom, if ever, cured, but 
changes in lifestyle as well as in expectations of 
therapy contribute substantially to a better out-
come. 

Prospects 

We need to be innovative in our evaluation of 
drug therapy for IBS. The previously described 
problems that are related to the heterogeneity and 
variability of IBS are not easily addressed by 
conventional clinical trials and are likely to yield 
false-negative results. It may be worth while to 
consider the "n of one" study design, which 
involves repeated placebo-controlled examinations 
in one patient.97"8 It allows Individualization of the 
study according to each patient’s symptoms and 
minimizes problems due to the heterogeneity of 
IBS. It also decreases the patient sample size 
without compromising statistical significance. 

Ultimately one may expect to see the develop-
ment of more specific drugs for correcting motility 
disturbances associated with IBS. Recent evidence 
has indicated that there is substantial heterogenei-
ty in muscarinic and cholecystokinin receptors 
within the gastrointestinal tract."-101 Because there 
is evidence of increased sensitivity to these 
agents,36’37 drugs may be developed to block them 
at strategic sites within the motility apparatus. If 
we are to improve our pharniacotherapy of IBS, 
however, the first challenge is to understand better 
the pharmacologic features of gastrointestinal mo-
tility, to approach how they might be affected by 
stress or dietary factors and to clarify the relation 
between symptoms and motility in various regions 
of the gastrointestinal tract 
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 
DIRECCION DE NUEVAS CREACIONES 

2020 
Bogota, D.C., 

Abogado 
J REINALDO PINILLA MORENO 

ASUNTO Radicaciôn 06-78456 
Trâmite 002 
Evento 001 
Actuación 430 
Oficlo 3 U 
Folios 

. 
Patente de lnvenciOn L1 Patente de Modelo de Utilidad 

Via Nacional 

Via PCT (fase nacional) Cap. I El Cap. II 

Como resultado del examen de fondo, realizado con fundamento en el artIculo 45 de 
la DecisiOn 486 de (a Cornisión de (a Comunidad Andina, se le comunica: 

1. Documentos estudiados 

DescripciOn: Folios: 12 a 21 

Reivindicaciones: Folios 22 a 26 

2. Objeto de Pa Invención 

(como se radicô inicialmente) 

(como se radicO inicialmente) 

Titulo de (a invenciôn: "COMPOSICION FARMACEUTICA SOLIDA QUE INCLUYE 
EN COMBINACION UN AGENTE REGULADOR DE LA MOTILIDAD INTESTINAL 
Y UN AGENTE ANTI FLATULENTO" 

Problema TØcnico Planteado: (a necesidad una composiciOn farmacØutica para el 
tratamiento y regulaciôn en seres vivos de  la motilidad digestiva o intestinal y la 
flatulencia en combinaciOn que no presente las desventajas del arte previo en 
relación con (a velocidad de disoluciOn de los antidiarreicos, antiperistÆlticos y 
bloqueantes de H2. (folios 14 y 15) 

SoluciOn: una composiciOn farmacØutica sOlida que incluye un agente regulador 
de la motilidad digestiva y un agente antiflatulento un facilitador de (a f(uidez, uno 
o mÆs lubricantes, por Ic menos un diluyente, por lo menos un desintegrante y al 
menos un aglutinante. 

(PC: A61K 9/20, A61K 31/695 
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3. De la solicitud de Patente 

a. Reivindicaciones (articulo 30 D 486) 

La Reivindicaciôn I carece de concision, debido a que se presenta un nümero 
dernasiado alto de alternativas posibles dentro de (a misma. Los elementos que 
constituyen las composiciOn se divulgan por su funciOn dentro de la misma to que 
no limita el nCimero de sustancias de las que puede estar conformada (a 
corn posiciOn. 

Las reivindicaciones mencionadas no cumplen con et requisito de concision o 
sustento por (a descripciOn de acuerdo at art. 30 de la Decision 486.ylo art.22 Tratado 
PCT. 

4. Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Or Fecha de presentaciOn de (a solicitud nacional. 2006-08-10 

Teniendo en cuenta (a fecha indicada se rea(izó (a büsqueda en el estado de la 
tØcnica de documentos relacionados con (a solicitud encontrÆndose los siguientes 
docurnentos mÆs relevantes: 

NO Documento Titulo 
Fecha de 

publicación* 

Dl US5248505 
METHOD FOR TREATING 

28-08-1993 
GASTROINTESTINAL DISTRESS  

CMAJ, VOL. 138, FEB RECENT ADVANCES IN 1988 
15, 1988. Pp 378-313 PHARMACOTHERAPY  

5. AnÆlisis de Patentabilidad (Art 14 D486) 

� 
Nivel Inventivo (ArtI8 

la reivindicaciOn 1 reclama una composiciOn farmacØutica sOtida caracterizada 
porque comprende: a) Por to menos un agente regulador de (a motilidad; b) Al 
menos un agente antiflatulento; C) por to menos un facititador de la fluidez; d) uno 
a mÆs tubricantes; e)Por to menos un diluyente; f) par to menos un desintegrante; g) 
at menos un ag(utinante. 

El estado de (a TØcnica mÆs cercano es Dl que divulga una composiciOn que 
comprende Loperamida que es un modulador de la motilidad intestinal (cot. 3 
lineas 15-16) y simeticona como agente antiflatulento y los demÆs excipientes 
reclamados en la composición.(ejemplo 2). 

La solicitud se diferencia de Dl en que at parecer el agente regulador de (a motilidad 
preferido es trimebutina. 

El Efecto TØcnico que logra la diferencia es el mismo que Dl ya que la solicitud 
carece de informaciOn tØcnica que permita evidenciar alguna ventaja a efecto 
tØcnico sorprendente. 

Exp. 2006 078456 



41 

El Problema TØcnico Objetivo de esta solicitud es identificar una composición 
alternativa que comprenda un modulador de la motilidad intestinal y un 
antiftatutento. 

D2 discute los diversos mØtodos de tratamiento del sIndrome de colon inrritable y 
las terapias con medicamentos que se pueden utilizar, la cuales incluyen el usa 
de antiespasmOdicos, antidiarreicos, y agentes procinØticos entre los que se 
destaca el usa de la trimebutina maleato (pagina 313) como agente promotor de 
la motitidad intestinal, el cual es un ligando opiacio ütil Para  tratar este tipo de 
desordenes. lgualmente se menciona et uso de simeticona en las preparaciones 
farmaceUticas Para reducir los sintomas de la producciOn de gas por el 
consumo de fibra (pag. 312). 

En consecuencia, a partir de la informaciOn contenida en Dl y D2 y con los 
conocimientos tØcnicos comunes, un experto en la materia puede lograr las 
composiciones de la presente solicitud, intercambiando loperamida por otro agente 
promotor de la motihdad intestinal como la trimebutina de D2, y Ilegar a las 
composiciones sólidas rectamada. 

6. Conclusion 

Los requisitos de Patentabilidad de la presente Solicitud se encuentran afectados asI: 

No Documento Reivindicaciones Requisito que afecta 
afectadas 

Dl US5248505 1-26 Nivel Inventivo 

D2 CMAJ, VOL. 138, FEB 1-26 Nivel lnventivo 
15, 1988._Pp_378-313   

En cumplimiento del artIculo 45 de la Decision 486 de la ComisiOn de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de sesenta dIas 
contados a partir de la fecha de notificaciôn de  la presente comunicaciôn. En caso de 
no dar respuesta at presente requerimiento, a si a pesar de la respuesta subsistieran 
los impedimentos Para la concesiOn, se denegara la patente. 

NotifIquese el presente oficio conforme a to dispuesto en el numeral 5.2, literal e), del 
capItulo quinto dl tItulo prjmro de la Circular (mica No 10 de 2001. 

/NZALIX 
CARDirectora evas Creaciones (C) 

El anterior ruerirniento fue notificado por fijaciOn en lista, de fecha 
i 2 iu.u. 

CONCEPTO TECNICO 
No. 2595 

EXAMINADOR TECNICO 
Codigo No. 202073 
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