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Scottish Medicines Consortium  
 

 
 
 
pioglitazone 15mg, 30mg and 45mg tablets (Actos triple therapy) 
                                                                                 No. (354/07) 
Takeda UK Ltd                                                                     
 
 
9 February 2007 
 
The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 

ADVICE: following a full submission 
 
pioglitazone (Actos), as triple therapy in combination with metformin and a sulphonylurea, 
is accepted for restricted use within NHS Scotland for the treatment of patients (particularly 
overweight patients) with insufficient glycaemic control despite dual oral therapy and where 
patients are unable or unwilling to take insulin. It should be initiated and monitored only by 
physicians experienced in the treatment of diabetes mellitus who will be able to identify and 
manage patients who might benefit. 

 
Overleaf is the detailed advice on this product.  
 
 
 
 
Vice-Chairman,  
Scottish Medicines Consortium 
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Indication  
As triple oral therapy in combination with metformin and a sulphonylurea, in patients  
(particularly overweight patients) with insufficient glycaemic control despite dual oral therapy. 
 
Dosing information  
Pioglitazone may be initiated at 15 mg or 30 mg once daily.  The dose may be increased in 
increments up to 45 mg once daily.   
 
In combination with metformin, the current metformin dose can be continued upon initiation 
of pioglitazone therapy. 
 
In combination with sulphonylurea, the current sulphonylurea dose can be continued upon 
initiation of pioglitazone therapy.  If patients report hypoglycaemia, the dose of sulphonylurea 
should be decreased. 
 
Product availability date  
Not applicable 
 
 

Summary of evidence on comparative efficacy 
 
Pioglitazone is a thiazolidinedione peroxisome proliferator-activated receptor-γ agonist.  It 
is an oral blood glucose lowering drug whose effects may be mediated by a reduction in 
insulin resistance: it appears to act by increasing the insulin sensitivity of the liver, fat and 
skeletal muscle cells.  
 
In a cardiovascular events outcome study  involving over 5200 patients with type 2 diabetes 
and pre-existing extensive macrovascular disease (according to defined criteria), 
pioglitazone or placebo was added to existing antidiabetic and cardiovascular therapies for 
up to 3.5 years.  Within this study a cohort of 1314 patients were receiving dual therapy with 
metformin and a sulphonylurea at study entry.  In this cohort, hypoglycaemic efficacy and 
safety were compared in patients assigned to the addition of pioglitazone or placebo. 
 
Pioglitazone was administered at a starting dose of 15 mg/day and increased to the 
maximum tolerated dose in the range 15-45 mg daily.  Throughout the study, investigators 
were required to increase all therapy to an optimum against defined criteria, including a 
targeted glycosylated haemoglobin (HbA1c) of <6.5% and to achieve optimum lipid-altering 
and antihypertensive therapy. 
 
At a mean follow-up of 34.5 months, pioglitazone in combination with metformin and a 
sulphonylurea produced significantly greater improvements in glycaemia compared to 
placebo (HbA1c -0.9% vs -0.4%; p<0.0001).  Within the metformin and sulphonylurea cohort, 
more pioglitazone patients stayed on the triple regimen throughout the study and more had 
either metformin or sulphonylurea dropped from their regimen compared to patients 
assigned to placebo (16% vs 8% respectively).  In addition, fewer patients in the pioglitazone 
group than in the placebo group started insulin treatment (16% vs 31% respectively). The 
dose of metformin was increased during the study by 19mg in the pioglitazone group versus 
228mg in the placebo group (p<0.0001).   
 
Other data were also assessed but remain commercially confidential.* 
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Summary of evidence on comparative safety 
 
Hypoglycaemia and oedema were reported more frequently with pioglitazone compared to 
placebo (27% vs 20% for hypoglycaemia, p=0.0013 and 29% vs 17% for oedema 
(p<0.0001) at a mean follow-up of 34.5 months.   There was a weight increase of 4.1 kg in 
the pioglitazone group and a decrease of 0.7 kg in the placebo group (p<0.0001).  
 

Summary of clinical effectiveness issues 
 
The EMEA regulatory submission for this licence variation comments that the observed shift 
from sulphonylurea use in the triple therapy cohort (which was less marked with the addition 
of pioglitazone than placebo) is likely to be due to patients in the placebo group having 
sulphonylurea replaced with insulin.  Thus more patients treated with pioglitazone could 
remain on triple therapy without the need of insulin to manage their disease.  It adds that, 
despite the changes in treatment regimens in the placebo group, glycaemic control was still 
not as good as that achieved with pioglitazone.  The difference between groups was not 
reported as statistically significant. 
 
Hypoglycaemia and oedema were observed numerically more frequently with patients 
assigned to pioglitazone-based therapy than placebo.  These are recognised effects of 
pioglitazone and rosiglitazone. 
 

Summary of comparative health economic evidence 
 
The manufacturer did not make a full economic submission but noted that: 
 

• Rosiglitazone has been recommended for restricted use within NHS Scotland 
for this triple combination indication; 

• Pioglitazone is at least as clinically effective as rosiglitazone in this indication; 
• Pioglitazone is similarly priced to rosiglitazone.  
 

The economic case for pioglitazone as a cost-effective alternative to rosiglitazone was 
therefore made on the basis of these statements.  There are no data for direct comparison 
of pioglitazone-based triple therapy with rosiglitazone-based triple therapy.  However the 
manufacturer provided evidence that the addition of pioglitazone to dual therapy with 
metformin and sulphonylurea provides benefit over the addition of placebo, as well as 
comparative data for pioglitazone monotherapy compared with rosiglitazone monotherapy. 
 

Summary of patient and public involvement 
 
A Patient Interest Group Submission was not made. 
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Additional information: guidelines and protocols 
 
The Scottish Intercollegiate Guideline (SIGN) No. 55: Management of diabetes is the subject 
of a consultation document (Proposed Review of SIGN guideline 2005) available on the 
SIGN web-site. 
 
National Institute for Clinical Excellence guidelines on the use of glitazones in type 2 
diabetes, issued in August 2003, are due for review. 
 
Neither of these sources give advice on triple therapy with either pioglitazone or 
rosiglitazone. 
 

Additional information: previous SMC advice 
 
Following an abbreviated submission, SMC issued the following advice on 6th May 2005: 
 
Rosiglitazone (Avandia®) is accepted for restricted use in NHS Scotland as triple oral 
therapy in combination with metformin and a sulphonylurea in patients (particularly 
overweight patients) who are unable to achieve sufficient glycaemic control despite dual oral 
therapy and where patients are unable or unwilling to take insulin. It should be initiated and 
monitored only by physicians experienced in the treatment of diabetes mellitus who will be 
able to identify and manage patients who might benefit. 
 

Additional information: comparators  
 
Rosiglitazone triple oral therapy.  Addition of pioglitazone or rosiglitazone to dual oral therapy 
may be an alternative to initiation of insulin. 
 

Additional information: costs 
 
Costs are given below for pioglitazone and rosiglitazone at the doses licensed for addition to 
dual oral therapy.  The doses and costs of metformin and suphonylurea for an individual 
patient should not be changed when the thiazolidinedione is added, but the dose (and cost) 
of the sulphonylurea may be reduced if the patient experiences hypoglycaemia. 
 
Doses are shown for general comparison and do not imply therapeutic equivalence. 
 

Drug Dose Annual cost (£) 

Pioglitazone  15-45 mg once daily 314 - 480 

Rosiglitazone  4-8 mg daily in 1-2 doses 322 - 660 
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Additional information: budget impact 
 
The manufacturer submitted a budget impact assessment based on an estimate of the 
proportion of patients with type 2 diabetes currently treated with a thiazolidinedione as part of 
a triple oral treatment regimen (1.65%). On this basis around 2,315 people in Scotland may 
be treated with triple therapy, of whom 580 (25%) are currently receiving pioglitazone. If 
pioglitazone’s market share rises by 10% such that an additional 230 people are treated 
each year with it rather than rosiglitazone, the gross cost of pioglitazone will increase by 
£0.24M.  If pioglitazone were to replace rosiglitazone in this setting there could potentially be 
net annual savings of about £12,000.  
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Advice context: 
 

No part of this advice may be used without the whole of the advice being quoted in full.  
 

This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including  
11 January 2007. 
 
Drug prices are those available at the time the papers were issued to SMC for consideration. 
These have been confirmed from the eVadis drug database.    
 
* Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the 
SMC on guidelines for the release of company data into the public domain during a health 
technology appraisal: http://www.scottishmedicines.org.uk/ 
 
The undernoted reference was supplied with the submission.   
 
Dormandy JA et al. Secondary prevention of macrovascular events in patients with type 2 
diabetes in the PROactive study (PROspective pioglitAzone Clinical Trial in macroVascular 
Events): a randomised controlled trial. Lancet 2005; 366: 1279-1289. 
 

http://www.scottishmedicines.org.uk/
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