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SUMMARY

Oral anti-diabetic combinations that address insulin resist-

ance and b-cell dysfunction (e.g. metformin and gliben-

clamide) represent a rational therapeutic option for

patients uncontrolled on monotherapy. A 52-week, open-

label extension to a double-blind study evaluated metformin-

glibenclamide combination tablets (Glucovance�) in 477

patients with hyperglycaemia despite sulphonylurea

therapy. Reductions in HbA1C were maintained, with a

mean reduction of �1.7% after 52 weeks, compared with

the baseline value for the double-blind trial. Eighty-five

patients receiving 4 · 500 mg/2.5 mg tablets daily

displayed a marked improvement in HbA1C following

up-titration to a regimen of 2 · 500 mg/2.5 mg1

3· 500 mg/5 mg tablets. Lipid profiles improved signifi-

cantly. The combination tablets were well tolerated:

11.1% of patients reported hypoglycaemic symptoms

(all either mild or moderate severity). No patient with-

drew or required pharmacologic intervention for

hypoglycaemia. Metformin-glibenclamide combination

tablets are an effective and well-tolerated therapeutic

option for intensifying oral anti-diabetic therapy.
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INTRODUCT ION

Maintaining effective control of glycaemia in patients with

type 2 diabetes mellitus significantly reduces the risk of

microvascular diabetic complications (1,2). Hyperglycaemia

in patients with type 2 diabetes mellitus increases over time

(1,2), and periodic intensification of therapy is required in

order to maintain adequate long-term glycaemic control

(3,4). Insulin resistance with associated impaired b-cell

function underlie the pathophysiology of hyperglycaemia

in most of these patients (5). However, the principal

mechanism of action of any oral anti-diabetic monotherapy

addresses only one component of the pathophysiology of the

disease.

Not surprisingly, oral anti-diabetic monotherapy is

insufficiently effective in the majority of patients during

long-term treatment (6). Rational combinations of oral

anti-diabetic agents that address both of the dual patho-

physiological defects underlying type 2 diabetes are more

likely to provide improved glycaemic control compared

with monotherapy (4). The combination of metformin,

which addresses insulin resistance, and glibenclamide,

which addresses b-cell dysfunction, provides an example

of a rational, effective, and well-studied anti-diabetic

combination (7–12).

A new treatment for type 2 diabetes mellitus

(Glucovance�) combines metformin and glibenclamide

(glyburide in North America) within a single tablet. This

approach is designed to deliver the glycaemic benefits of

anti-diabetic combination therapy without adding to the

burden of polypharmacy borne by many type 2 diabetic

patients. A double-blind, randomised, parallel-group,

16-week study in 639 type 2 diabetic patients, with

hyperglycaemia despite prior therapy with a sulphonylurea,

demonstrated the superior efficacy of the combination

tablets compared with monotherapy (10). Maintenance of

glycaemic control and tolerability of the combination

tablets has been evaluated during a 52-week, open-label

extension to the previous double-blind study in 477

patients previously enrolled in that trial.
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MATER IALS AND METHODS

Study Design

This was an open-label, multicentre, 52-week study conducted

in 70 centres in the USA. All enrolled patients had participated

previously in a 16-week, double-blind evaluation of two dosage

strengths of the metformin/glibenclamide combination treat-

ment, 500 mg/2.5 mg and 500 mg/5 mg, in comparison with

monotherapy based on metformin 500 mg or glibenclamide

5 mg (10). Treatments in the double-blind study were titrated

for optimum therapeutic response, except that patients rando-

mised to glibenclamide received a constant dose of 20 mg/day.

Subjects were eligible for the open-label study if they had

completed the 16-week, double-blind study. In addition,

patients who discontinued prematurely from the double-

blind study could enter the open-label phase, subject to

permission from the study sponsor. The sample size of the

trial was determined by the number of patients who elected to

enter the open-label phase.

The inclusion/exclusion criteria for patients entering the

open-label study were, therefore, determined by the protocol

for the double-blind phase of the trial, and these are reproduced

below. Inclusion criteria for the double-blind trial included age

30–75 years, C-peptide� 0.17 nmol/l (0.5 ng/ml), normal renal

function [serum creatinine< 133mmol/l (1.5 mg/dl) for men

and<124mmol/l (1.4 mg/dl) for women], normal liver function

(aspartate aminotransferase and alanine aminotransferase

<2 · upper limit of normal and serum total bilirubin

<2 · upper limit of normal), and body mass

index� 40 kg/m (2). Patients were excluded if they had

symptomatic type 2 diabetes mellitus (defined as> 10%

weight loss with marked polyuria and polydipsia), fasting

plasma glucose (FPG)> 16.7 mmol/l (300 mg/dl), heart fail-

ure, or a history of alcohol/drug abuse, diabetic ketoacidosis,

hyperglycaemic, hyperosmolar non-ketotic coma, or hyper-

sensitivity to study treatments. Pregnant or nursing women

were also excluded.

Efficacy and Safety Evaluations

The primary objective of the open-label treatment phase was

to evaluate the durability of glycaemic control and safety of

long-term oral administration of metformin/glibenclamide

combination tablets. Patients who received at least one dose

of open-label study medication were included in efficacy and

safety analyses. Baseline measurements for the 52-week study

were defined as the last measurement taken immediately

before the start of the previous double-blind treatment

phase. This approach was taken as HbA1C at study end in

patients randomised to receive metformin or glibenclamide

monotherapy in the double-blind trial (i.e. the start of open-

label therapy) was significantly lower than in patients

randomised to receive combination tablets (10).

Efficacy variables measured were HbA1C, FPG, lipid pro-

files (total cholesterol, LDL-cholesterol, HDL-cholesterol,

and triglycerides), and body weight. All biological samples

were measured at a central laboratory. Methodological details

of measurements are published elsewhere (10).

Safety and tolerability were assessed in all patients who

received one or more doses of study medication. Adverse

events (AE) were classified by investigators as unrelated to

the study medication or as treatment-related AE with certain,

probable, possible, or unassessable relationship to study treat-

ment. Investigators classified the intensity of AE as mild,

moderate, severe, or very severe, based on their clinical

judgement. A serious AE (SAE) was defined as an AE that

resulted in death; was life-threatening; required or prolonged

in-patient hospitalisation; resulted in persistent or significant

disability/incapacity; was a cancer, congenital anomaly or

birth defect; resulted in an overdose or development of drug

dependency or drug abuse; or was an important medical

event.

Study Treatments

Open-label study treatments were allocated according to

HbA1C at the randomisation visit for the previous double-

blind trial. Patients with HbA1C< 9.0% or HbA1C� 9.0% at

this time received initial treatment with metformin/glibencla-

mide 500 mg/2.5 mg bid or 500 mg/5 mg bid, respectively.

Treatments were titrated upwards by one tablet per day at

weeks 2 and 4 if FPG was �7.0 mmol/l (126 mg/dl). Daily

dosages could be increased further by one tablet/day at weeks

13, 26 and 39. The titration schedule is shown for both

treatment groups in Figure 1. For patients with

HbA1C> 7.0% despite receiving four combination tablets/

day (daily dosages of metformin/glibenclamide 2000 mg/

10 mg or 2000 mg/20 mg) for 12 weeks, additional titration

steps producing doses of 2000/20 mg (500 mg/5 mg qid) or

2500 mg/20 mg (500 mg/5 mg tid plus 500 mg/2.5 mg bid)

were allowed (Figure 1). Patients were withdrawn from the

study for inadequate glycaemic control if HbA1C was >8%

after 12 weeks of treatment with the maximum dose of study

therapy of metformin-glibenclamide 2500 mg/20 mg. Study

treatment could be reduced by one dose level if a

patient had, on more than one occasion, a plasma glucose

level< 3.3 mmol/l (60 mg/dl) with symptom(s) suggestive of

hypoglycaemia in the absence of environmental factors known

to contribute to hypoglycaemia (e.g. inadequate carbohydrate

intake or excessive physical activity).

Ethics

The conduct of this study complied fully with Good Clinical

Practice. All subjects gave written, informed consent prior to

participation. Informed consents and the study protocol were

approved by Institutional Review Boards.
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RESULTS

Patients

A total of 477 subjects received open-label study medication,

304 (64%) completed 52 weeks of treatment. The most

common reasons for withdrawal were failure to meet the

glycaemic target of HbA1C� 8% (n5 98, 20.5%), AE

(n5 24, 5.0%), withdrawal of informed consent (n5 21,

4.4%), or becoming lost to follow-up (13, 2.7%). No other

reason for discontinuation accounted for more than 2% of

patients. More patients initially allocated to treatment with

the higher-dose combination tablet discontinued treatment

prematurely, compared with the low-dose tablet (125 vs. 42

patients). Most of this difference was accounted for by differ-

ences in discontinuation rates for lack of glycaemic control

(failure to meet the study target of HbA1C � 8%). Eighty-five

patients from the more severely hyperglycaemic higher-dose

group, who had a mean HbA1C of 10.2% at baseline,

discontinued for this reason, compared with 13 patients ini-

tially receiving the lower-dose tablet (mean HbA1C 8.2% at

baseline).

The two treatment groups were well matched for demo-

graphic characteristics (Table 1), other than glycaemic param-

eters, which differed between groups due to the use of HbA1C

at randomisation for allocation of initial therapy. On average,

patients were obese and had moderate-to-severe hyperglycae-

mia at baseline.

Glycaemic Control

Marked reductions in HbA1C were apparent after 13 weeks of

open-label treatment, with mean changes from baseline of

�0.9% in patients initially receiving treatment based on the

500 mg/2.5 mg combination tablet (n5 183) and �1.8% in

the more severely hyperglycaemic patients initially receiving

the 500 mg/5 mg tablet (n5 266). The mean change in

HbA1C in the overall population at this time was �1.4%

(n5 449). Effects on HbA1C in patients completing 52

weeks of open-label therapy are shown in Figure 2. The

mean reduction from baseline in HbA1C in patients who

completed the study was �1.7%. Although the reduction in

HbA1C at 52 weeks is larger than that observed at 13 weeks,

the difference is probably due to the withdrawal of patients

for inadequate glycaemic control between the two time points

(no patient withdrew for this reason before week 13), rather

than increased efficacy of the treatment per se. At the end of

Dose assignment based on HbA
1C at screening

Baseline HbA
1C

 < 9.0%
Metformin /glibenclamide

500 mg /2.5 mg bid
(Initial daily dose 1000 mg /5 mg)

Baseline HbA
1C

 ≥ 9.0%
Metformin /glibenclamide

500 mg /5 mg bid
(Initial daily dose 1000 mg /10 mg)

OR

Initial dose titration:
Weeks 2 and 4 if FPG ≥ 126 mg /dl
Weeks 13, 26, and 39 if HbA

1C
 > 7.0%

Further dose titration schedule, showing total daily
dosages of metformin /glibenclamide

2000 mg /10 mg
(500 mg /2.5 mg tablets)

2000 mg /20 mg
(500 mg /5 mg tablets)

Maximum dose
2500 mg /20 mg

(500 mg /5 mg tid with meals plus 500 mg /2.5 mg bid
with breakfast and dinner)

1500 mg /15 mg
(500 mg /5 mg tablets)

1500 mg /7.5 mg
(500 mg /2.5 mg tablets)

Figure 1 Dosage titration schedule. Downward titration of study

medication to the previous level was conducted at the discretion of

the Investigator if the subject had a blood glucose level of <3.3

mmol/l (60mg/dl) with symptom(s) suggestive of hypoglycaemia in

the absence of known environmental factors known to predispose to

hypoglycaemia, e.g. skipping meals, inadequate carbohydrate intake

or unusual exercise or physical activity

Table 1 Demographics

Metformin/glibenclamide

500 mg/2.5 mg (n5 193) 500 mg/5 mg (n5 284) All patients (n5 477)

Age (years) 57.2 (10.0) 55.9 (9.5) 56.4 (9.7)

Gender (% male/female) 62/38 61/39 61/39

Body mass index (kg/m2) 31.9 (4.4) 30.1 (4.8) 30.8 (4.7)

HbA1C (%) 8.2 (0.8) 10.2 (1.1) 9.4 (1.4)

Fasting plasma glucose

(mmol/l) 10.2 (2.2) 12.7 (2.7) 11.7 (2.8)

(mg/dl) 184 (40) 229 (48) 211 (50)

Diabetes duration (years) 7.1 (5.9) 7.5 (5.9) 7.3 (5.9)

Means (SD) unless indicated otherwise.
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the study, 34% of patients completing the study achieved

HbA1C < 7.0%, compared with 1% of the study population

at baseline.

The mean final HbA1C achieved following long-term ther-

apy was not influenced by the nature of the previous double-

blind treatment (Table 2). Marked improvements in HbA1C

during open-label treatment were observed in patients who

had received double-blind monotherapy. The marked reduc-

tions in HbA1C achieved during double-blind treatment with

combination tablets were well maintained during the 1-year,

open-label treatment period. As a result, mean final HbA1C

was 7.3–7.4% in patients who had earlier been randomised to

any of the four double-blind therapies.

Effects on FPG mirrored those on HbA1C (Table 3). Mean

changes in baseline in patients allocated to treatment with

metformin/glibenclamide 500 mg/2.5 mg, 500 mg/5 mg, and

in all patients, were �1.9 mmol/l (35 mg/dl), �4.1 mmol/l

(74 mg/dl) and �3.0 mmol/l (55 mg/dl), respectively.

Benefits of Higher Doses of Glibenclamide During Inten-

sification of Combination Therapy

A total of 188 patients initially received the 500 mg/2.5 mg

tablet as open-label therapy. Of these, 85 patients required a

switch to a regimen including the 500 mg/5 mg tablet in

order to improve control of glycaemia, resulting in overall

daily dosages of metformin/glibenclamide of 2000–2500 mg/

20 mg. Previous double-blind treatment of these patients had

reduced mean HbA1C from 8.4 to 8.2% (Fig. 3). Mean

HbA1C was reduced by a further 0.3% in these patients

during the first 26 weeks of open-label therapy with the

500 mg/2.5 mg tablet strength. The switch to a regimen that

included the 500 mg/5 mg metformin/glibenclamide tablet

was associated with a clear additional reduction in HbA1C

of 0.5%.

Lipid Profiles

Long-term treatment with metformin/glibenclamide was

associated with a significant improvement in lipid profiles

(Table 4). Clinically and statistically significant improvements

(p< 0.05) were observed in mean total cholesterol (reduced

from 5.5 to 5.0 mmol/l) and mean LDL-cholesterol (reduced

from 3.5 to 3.1 mmol/l). A small increase in mean HDL-

cholesterol of 0.1 mmol/l also achieved statistical significance

(p< 0.05), while triglycerides were unaffected.

Safety and Tolerability

All-cause AE and treatment-related AE occurred in 79 and 33%

of patients, respectively. The most common treatment-related

AE were diarrhoea (10.5% of patients), nausea/vomiting

(3.6%), dyspepsia/heartburn (2.7%), abdominal pain

(2.5%), flatulence (2.3%), and headache (2.3%). No other

treatment-related AE occurred in 2% or more of patients.

Treatment-related AE led to discontinuation of therapy in

3.1% of patients, mostly due to diarrhoea (2.5%). All-cause

SAE occurred in 53 subjects (11.1%), of which a possible

6

7
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9

10

11
Baseline

Final

M
ea

n 
H

bA
1C

 (
%

)

Met /glib
500 mg /2.5 mg

(n = 151)

Met /glib
500 mg /5 mg

(n = 159)

Initial open-label treatment

–1.0%

–2.3%

All patients
(n = 310)

–1.7%

Figure 2 Mean HbA1C before and after 1 year of open-label

treatment with metformin/glibenclamide. Baseline refers to pre-

randomisation values in the previous double-blind trial. Data are

from patients who elected to enter the open-label study and who

completed 52 weeks of treatment (patients with data at baseline and

after 52 weeks of treatment)

Table 2 Glycaemic control during long-term therapy in the overall patient population in both metformin/glibenclamide groups combined

according to previous double-blind treatment

Previous 16-week double-blind study 52-week open-label extension study

Previous double-blind treatment n
HbA1C at
baseline (%)

Mean
change (%)

Mean final
HbA1C (%) n

HbA1C

at baseline (%)
Mean
change (%)

Mean final
HbA1C (%)

Metformin/glibenclamide

500 mg/2.5 mg 154 9.4 �1.6 7.9 77 9.1 �1.6 7.4

500 mg/5 mg 159 9.3 �1.6 7.9 92 9.1 �1.6 7.4

Glibenclamide 158 9.6 10.01 9.6 77 9.1 �1.7 7.3

Metformin 142 9.4 10.1 9.8 64 9.2 �1.8 7.4

Data for the previous double-blind trial are as reported elsewhere (10). Data for the open-label phase are from patients electing to enter this phase of the study

who completed 52 weeks of open-label treatment (patients with data at baseline and after 52 weeks of treatment). In each case, baseline value refers to values

measured immediately before the start of double-blind treatment in each group of patients.
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relationship to treatment was noted in two patients (0.4%):

dizziness, chest pain, and hyperglycaemia in one patient and

heart failure in the other. Both SAEs resolved, and only the

latter patient withdrew from the study. Two deaths during

long-term treatment (one sudden death, and one due to

cardio-respiratory arrest) were unrelated to study therapy.

Treatment-emergent hypoglycaemic symptoms (occurring

for the first time or worsening during open-label treatment)

were reported by 45 (9.4%) of patients. A further 12 patients

(2.5%) reported hypoglycaemic symptoms during both the

double-blind and open-label phases of the study. A fingerstick

blood glucose value of<2.8 mmol/l (50 mg/dl) was documented

in six patients (1.3%). All hypoglycaemic symptoms were of

mild or moderate severity and were managed easily without

the need for pharmacologic treatment. No patient discon-

tinued treatment for hypoglycaemia. Of the 57 patients who

experienced hypoglycaemic symptoms, 22 achieved a final

HbA1C below 7%. The incidence of hypoglycaemic symp-

toms in the 85 patients switched from a regimen based on

the 500 mg/2.5 mg tablet to one including the 500 mg/5 mg

tablet was 12.9%.

Mean body weight remained essentially unchanged during

long-term treatment. On average, patients receiving met-

formin/glibenclamide 500 mg/2.5 mg or 500 mg/5 mg lost

0.6 kg and gained 0.3 kg, respectively. In all patients, mean

baseline and final body weights were 89.8 kg and 89.7 kg.

DISCUSS ION

Metformin/glibenclamide single-tablet combination therapy,

markedly and significantly reduced HbA1C in patients previously

receiving monotherapy with metformin or glibenclamide during

the double-blind phase of the trial, which is consistent with the

results of previous evaluations of metformin/glibenclamide

combination tablets in patients with hyperglycaemia despite

therapy based on diet and exercise (11–13), a

sulphonylurea (10), or metformin (12). This open-label

study further demonstrated that reductions in HbA1C

associated with previous treatment with the combination

tablets were well maintained throughout the open-label

phase. Thus, maintenance of glycaemic control associated

with treatment by metformin/glibenclamide combination

tablets was durable over the 52-week study period, irrespect-

ive of the nature of previous oral anti-diabetic therapy.

Lipid profiles also improved during open-label treatment,

suggesting, perhaps, a lag-time from improvement in glycae-

mic control with associated improvements in serum lipid

parameters. Dyslipidaemia often clusters with insulin resist-

ance, dysglycaemia, and other cardiovascular risk factors, and

is an important determinant of overall cardiovascular risk in

type 2 diabetic patients. Current management guidelines

aimed at the prevention of cardiovascular disease set goal

values of <100 mg/dl (<2.6 mmol/l) for LDL-cholesterol

and 175 mg/dl (<4.5 mmol/l) for total cholesterol for adults

with diabetes (14–16), so that the patient population of

the present study was, on average, mildly dyslipidaemic at

baseline. Significant improvements in both total and LDL-

cholesterol occurred during the study, of sufficient

magnitude to render the mean values of these parameters

Table 3 Effects on FPG during 52 weeks of open-label treatment

Metformin/glibenclamide tablets*

500 mg/2.5 mg (n5 145) 500 mg/5 mg (n5 153) All patients (n5 298)

Baseline mmol/l 10.2 12.4 11.4

mg/dl 184 224 205

Final mmol/l 8.3 8.3 8.3

mg/dl 150 150 150

Mean change mmol/l �1.9 �4.1 �3.0

mg/dl 35 74 55
*Initial treatment at start of open-label treatment. Data shown are from patients electing to enter the study who completed 52 weeks of open-label treatment

(patients with data at baseline and after 52 weeks of treatment).

Switch to 500 mg/5 mg tablet

Weeks

523926130
6

7

8

9

Switched to regimen including 500 mg/5mg tablets (n = 85)
Maintained on 500 mg/2.5mg tablets (n = 103)

H
bA

1C
(%

)

Figure 3 Glycaemic benefit arising from intensification of long-

term therapy from metformin/glibenclamide 2000 mg/10 mg

(500 mg/2.5 mg combination tablets only) to 2000–2500 mg/20 mg

(500 mg/2.5 mg and 500 mg/5 mg tablets). All patients were initially

allocated to long-term treatment with metformin/glibenclamide

500 mg/2.5 mg. Data shown are from 85 patients who were switched

to a regimen that included the 500 mg/5 mg combination tablet

strength
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close to the guideline targets for patients with diabetes

mellitus. The lack of a placebo control in the study design

does not allow the assignment of direct causality to the

combination tablets; further study with a placebo control

would be necessary to more accurately determine the

relationship. In addition, 30% of patients were receiving a

lipid-lowering treatment at the start of the study. However, a

similar improvement in lipid profiles was observed previously

in diet-failed type 2 diabetic patients during 52 weeks of

open-label treatment with metformin/glibenclamide

combination tablets (17).

Eighty-five patients allocated to initial treatment with four

tablets/day of metformin/glibenclamide 500 mg/2.5 mg

required further up-titration of combination therapy. These

patients displayed a marked improvement in HbA1C after

switching to a regimen that included 500 mg/5 mg tablets,

without additional hypoglycaemic symptoms. After the

switch, the daily dosage of metformin was little changed

(2000–2500 mg/day), while the dose of glibenclamide was

doubled (to 20 mg/day). These data suggest that regimens

involving higher dosages of glibenclamide may be beneficial

for patients with hard-to-treat hyperglycaemia during intensi-

fication of single-tablet combination therapy. This is an inter-

esting and unexpected finding, because the dose–response

curves of sulphonylureas tend to plateau at higher doses,

with little additional efficacy available above half the per-

mitted maximal dosage of a given agent (18,19).

The combination tablets were well tolerated. The incidence

of hypoglycaemic symptoms was low, considering the marked

reductions in blood glucose achieved during the 52-week

treatment period. In addition, patients did not gain weight,

on average, during open-label treatment. The most common

treatment-related AE observed in the study were gastrointest-

inal. Gastrointestinal side effects are commonly associated

with metformin-based regimens and generally resolve during

continued treatment (20).

The single-tablet combination approach has important

implications for patient management. Patients with type 2

diabetes mellitus frequently have a range of concomitant med-

ical conditions that require pharmacological therapy, and poly-

pharmacy is common in this population (21). The use of

co-administration of two oral anti-diabetic agents tends to

add to the complexity of treatment and may hinder adherence.

Retrospective analyses of treatment records of type 2 diabetic

patients show that patients adhere significantly better to a

regimen consisting of single-tablet treatment, compared with

co-prescription of two agents (22,23). Furthermore, a recent

report showed that patients’ adherence improved significantly

after switching from the co-administration of metformin and

glibenclamide tablets to a single-tablet combination such as

that evaluated in the present study (24). Single-tablet

combination therapy, therefore, may provide an effective

and well-tolerated strategy for improving glycaemic control

that also may help to promote improved adherence to therapy.

CONCLUS IONS

Metformin/glibenclamide combination tablets represent a

rational choice for anti-diabetic combination therapy,

addressing the associated pathophysiologic defects of insulin

resistance and b-cell dysfunction. Durable improvements in

glycaemic control were observed during 52 weeks of open-

label treatment with metformin/glibenclamide tablets in

patients with hyperglycaemia despite previous treatment

with a sulphonylurea. In addition, lipid profiles improved

significantly during the treatment period. The combination

tablets were well tolerated, with a low incidence of hypogly-

caemia and no increase in mean body weight during open-

label treatment. Metformin/glibenclamide combination

tablets provide an effective and well-tolerated therapeutic

option for the management of glycaemia. The single-tablet

combination approach has the potential to simplify oral anti-

diabetic regimens, helping to reduce the burden of polyphar-

macy borne by many patients with type 2 diabetes mellitus.
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Table 4 Improved lipid profiles during long-term metformin/glibenclamide treatment

Total cholesterol
(mmol/l) (n5 308)

LDL-cholesterol
(mmol/l) (n5 308)

HDL-cholesterol
(mmol/l) (n5 308)

Triglycerides
(mmol/l) (n5 306)

Mean baseline 5.5 3.5 1.0 2.6

Mean final (95% CI) 5.0 3.1 1.1 2.4

(4.9, 5.1) (3.0, 3.2) (1.0, 1.1) (2.2, 2.7)

% change from baseline �9 �13 18 �6

Significance p < 0.05 p < 0.05 p < 0.05 NS

Data are from patients who both elected to receive open-label study treatment and who completed 52 weeks of treatment (patients with data at baseline and after

52 weeks of treatment) and are for both long-term combination treatment groups combined. For comparison, mean values at baseline for the 460 patients who

entered the study were: total cholesterol 5.5 mmol/l; LDL-cholesterol 3.5 mmol/l; HDL-cholesterol 1.0 mmol/l; triglycerides 2.8 mmol/l. To convert data to mg/

dl divide cholesterol values by 0.02586 and triglyceride values by 0.01129. NS: not significant.
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