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IBS is not just a motility disorder of the colon, but a
condition that affects the whole length of the GI tract.
Other factors, such as visceral hypersensitivity;
inflammation; heredity; disturbed CNS processing of
noxious stimuli from the intestine; diet and
psychological influences also contribute to the overall
clinical picture. In the past, the psychological aspects of
the condition have probably been overemphasised.
Stress does not cause IBS, although it affects
consultation behaviour and exacerbates the condition.

The principal symptoms of IBS are abdominal pain,
which can occur at any site; abdominal bloating, which
may be accompanied by an actual increase in girth; and a
disturbed bowel habit: about one-third of patients have
constipation, one-third diarrhoea and one-third alternate
between the two. Many patients also complain of non-
colonic symptoms. Symptoms are often worse during
menstruation and women may also experience pain
during or after intercourse, sometimes the following day.

Diarrhoea may indicate coeliac disease or inflammatory
bowel disease, although the latter is often accompanied
by blood in the stools, systemic upset, extraintestinal
manifestations and a raised ESR or plasma viscosity.

All patients with suspected IBS should have an FBC,
ESR or plasma viscosity, CRP and serological screening
for coeliac disease.

Carcinoma of the colon should always be ruled out
in patients over 50 years or in younger patients with a
family history of colon cancer, especially if this occurred 
at a young age. It is also important to enquire about red
flags, such as rectal bleeding, anaemia, weight loss and
recent onset of symptoms.

Patients often find that eating makes their symptoms
worse. The most common component of the diet that can
exacerbate the condition is fibre. Patients should
therefore be advised to avoid breakfast cereals, brown
bread and anything containing brown flour for 8-12 weeks.

Antispasmodics can be effective for treating pain and
should preferably be used on an as necessary basis. 
It is well worth trying a variety, as some have an
anticholinergic effect, such as hyoscine or dicycloverine,
and others act on smooth muscle, for example
mebeverine or alverine. Loperamide is probably the most
useful antidiarrhoeal that is safe for long-term treatment.

Laxatives such as macrogols should be prescribed at a
low dose on a regular basis rather than intermittently.
Lactulose should be avoided as it tends to cause gas and
bloating, which can exacerbate IBS.

If these measures fail the next step is to try
antidepressants. Tricyclics, such as amitriptyline, are to be
especially effective even at low doses, such as 10-20mg.
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ACTOS®� (Pioglitazone HCl) and COMPETACT®�
(Pioglitazone HCl + metformin HCl)
PRESCRIBING INFORMATION. Refer to Summaries of 
Product Characteristics before prescribing.
Presentations: ACTOS: Actos 15mg tablets containing 
15mg pioglitazone as hydrochloride – blister packs of 28 
EU/1/00/150/001 £24.14. Actos 30mg tablets containing 
30mg pioglitazone as hydrochloride – blister packs of 28 
EU/1/00/150/004 £33.54. Actos 45mg tablets containing 
45mg pioglitazone as hydrochloride – blister packs of 28 
EU/1/00/150/012 £36.96. COMPETACT: 15mg/850mg 
tablets containing 15mg pioglitazone as hydrochloride and 
850mg of metformin hydrochloride, blister packs of 56 
EU/1/06/354/005 £31.56. Indications: ACTOS:
Monotherapy treatment of Type 2 diabetes mellitus in 
patients inadequately controlled by diet and exercise for 
whom metformin is inappropriate because of 
contraindications or intolerance. As dual oral therapy in 
patients with insufficient glycaemic control despite 
maximal tolerated dose of either metformin or a 
sulphonylurea (in patients for whom metformin is not 
tolerated or contraindicated). As triple oral therapy with 
metformin and a sulphonylurea in patients with insufficient 
glycaemic control despite dual oral therapy. In combination 
with insulin in patients with insufficient glycaemic control 
on insulin for whom metformin is not tolerated or 
contraindicated. COMPETACT: Treatment of type 2 
diabetes mellitus patients, particularly overweight patients,
who are unable to achieve sufficient glycaemic control at 
their maximally tolerated dose of oral metformin alone.
Dosage: ACTOS: 15mg or 30mg once daily with or without 
food. Dose may be increased in increments up to 45mg 
once daily. In combination therapy with insulin, the current 
insulin dose can be continued. If patients report 
hypoglycaemia, the dose of insulin should be decreased.
COMPETACT: One tablet twice daily with or after food.
Elderly: ACTOS: No dosage adjustment required.
COMPETACT: monitor renal function regularly. Renal 
impairment: ACTOS: No dosage adjustment required if Cl 
creatinine >4 ml/min. Pioglitazone should not be used in 
dialysed patients. COMPETACT: should not be used in 
renal failure or dysfunction (Cl creatinine <60ml/min).
Children and adolescents (under 18 years): ACTOS/
COMPETACT: Not recommended. Contraindications: 
ACTOS/COMPETACT:Hepatic impairment.Hypersensitivity.
Cardiac failure or history of cardiac failure (NYHA stages I 
to IV). Diabetic ketoacidosis. COMPETACT: Renal 
impairment (creatinine Cl <60ml/min), acute conditions 
which may alter renal function, acute or chronic diseases/
conditions which may cause tissue hypoxia such as recent 
MI, acute alcohol intoxication/alcoholism, diabetic 
ketoacidosis or pre-coma, lactation. Warnings and 
precautions: ACTOS/COMPETACT: Can cause fluid 
retention, which may exacerbate or precipitate heart 
failure. Observe patients for signs and symptoms of heart 
failure, weight gain or oedema particularly those with 
reduced cardiac reserve or on insulin. Discontinue if 
deterioration in cardiac status occurs. For patients with at 
least one risk factor for congestive heart failure, start 
therapy with the lowest dose of pioglitazone and increase 
gradually. Caution should be exercised in patients over 75 
years of age due to limited experience. Check liver 
enzymes prior to initiation and then periodically based on 
clinical judgement. Do not start treatment in patients with 
increased baseline liver enzyme levels (ALT >2.5 x upper 
limit of normal [ULN]). If ALT levels increase to 3 x ULN,
reassess as soon as possible. If ALT levels remain >3 x 
ULN or jaundice is observed, discontinue therapy. If 
symptoms suggest hepatic dysfunction, check liver 
enzymes. Advise patients to adhere strictly to a calorie-
controlled diet and monitor weight. In some cases, an 
increase in weight may be a symptom of cardiac failure.
Small reductions in haemoglobin and haematocrit,
consistent with haemodilution have been noted. In dual or 
triple therapy with a sulphonylurea or dual therapy with 
insulin, dose-related hypoglycaemia may occur. Treatment 
in patients with polycystic ovarian syndrome may result in 
ovulation. If a patient wishes to become pregnant or if 
pregnancy occurs, discontinue treatment. An increased 
incidence in bone fractures in women has been observed 
in a pooled analysis of safety data involving pioglitazone 
treatment. The risk of fractures should be considered in 
the long term care of women treated with pioglitazone.
COMPETACT: No experience in triple combination with 
other oral antidiabetics. Be alert for lactic acidosis as a 
result of metformin accumulation and patients with 
impaired renal function; renal function should be monitored 
regularly. Caution in situations where renal function may 
become impaired. COMPETACT should not be taken within 
48 hours before or after surgery with general anaesthesia.

If iodinated contrast agents are 
used COMPETACT must be 

discontinued and restarted 
after at least 48 hours and 

only when renal function is normal. Interactions: ACTOS/
COMPETACT: Use with caution during concomitant 
administration of cytochrome P450 2C8 inhibitors (e.g.
gemfibrozil) or inducers (e.g. rifampicin). Monitor 
glycaemic control. COMPETACT: Increased risk of lactic 
acidosis in acute alcohol intoxication. Avoid alcohol.
Dosage adjustment may be required when used with 
agents that affect blood glucose levels e.g. glucocorticoids,
beta-2-agonists, diuretics and ACE Inhibitors. Monitor 
glucose control when cationic drugs which are eliminated 
by renal tubular secretion are co-administered e.g.
cimetidine. Pregnancy and lactation: ACTOS/
COMPETACT: Do not use. Potential risk unknown.
Undesirable effects: Suspected adverse reactions 
reported as more than an isolated case in double-blind 
studies listed below. Very common: >10%, common:
1-10%, uncommon: 0.1-1%, rare: 0.01-0.1% and very 
rare: <0.01%. ACTOS: In monotherapy: Common: visual 
disturbance, upper respiratory tract infection, weight 
increased, hypoaesthesia. With metformin: Common:
anaemia, weight increased, headache, visual disturbance,
arthralgia, haematuria, erectile dysfunction. With 
sulphonylurea: Common: weight increased, dizziness,
flatulence. With metformin and sulphonylurea: Very 
common: hypoglycaemia. Common: weight increased,
blood creatinine phosphokinase increased. With insulin:
Very common: oedema. Common: hypoglycaemia,
bronchitis, weight increase, back pain, arthralgia,
dyspnoea, heart failure. COMPETACT: pioglitazone with 
metformin: Common: anaemia, visual disturbance, weight 
increased, headache, arthralgia, haematuria, erectile 
dysfunction. Oedema reported in 6.3% of patients on 
pioglitazone and metformin, compared to 2.2% in the 
comparator group (metformin and sulphonylurea). Oedema 
was generally mild-moderate and usually did not require 
discontinuation of treatment. In clinical trials the incidence 
of elevations of ALT >3 x ULN was equal to placebo. Post-
marketing data: ACTOS: Oedema reported in 6-9% of 
patients on pioglitazone over one year, compared to 2-5% 
in the comparator groups (metformin and sulphonylurea).
Oedema was generally mild-moderate and usually did not 
require discontinuation of treatment. In clinical trials the 
incidence of elevations of ALT >3 x ULN was equal to 
placebo. Rare cases of elevated liver enzymes and 
hepatocellular dysfunction have occurred in postmarketing 
experience. Although in very rare cases fatal outcome has 
been reported, causal relationship has not been 
established. In an outcome study of patients with prior 
major macrovascular disease, the incidence of heart 
failure was 1.6% higher with pioglitazone than with 
placebo, when added to therapy that included insulin.
However, this did not lead to an increase in mortality. Be 
alert for disturbances in visual acuity.ACTOS/COMPETACT:
There have been a small number of post marketing reports 
of macular oedema. An increased incidence in bone 
fractures in women has been observed in a pooled 
analysis of safety data involving pioglitazone treatment.
Additional information on individual active substances 
of COMPETACT: Metformin: Very common: GI symptoms,
most frequent at start of therapy resolving spontaneously 
in most cases. Common: Taste disturbance. Very rare: Skin 
reactions, decrease in vitamin B12 absorption observed 
following long term metformin use, lactic acidosis. Isolated 
reports of LFT abnormalities or hepatitis resolving upon 
discontinuation. Pioglitazone: See previous Actos 
undesirable effects section. PI Date: Feb 2008. PI code:
AB080305. Legal category: POM. MARKETING 
AUTHORISATION HOLDER: Takeda Global R & D Centre 
(Europe) Limited. Arundel Great Court, 2 Arundel St,
London WC2R 3DA United Kingdom. ACTOS and 
COMPETACT are registered trademarks owned by Takeda 
Pharmaceutical Company Ltd. For further information 
contact: Takeda UK Ltd. Takeda House, Mercury Park,
Wycombe Lane, Wooburn Green, High Wycombe, Bucks 
HP10 0HH. Tel: 01628- 537900, Fax: 01628-526617.

Please refer to the Summaries of Product 
Characteristics for details on the full 

side effect profiles of ACTOS and COMPETACT.
Information on adverse event reporting 

can be found at www.yellowcard.gov.uk.
Adverse events should also be 

reported to Takeda UK Ltd.
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Pioglitazone is indicated for the treatment of
hyperglycaemia in Type 2 diabetes.
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