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Medical Decision Making
• Expert Opinion: Aristotle reasoned the
number of teeth in the jawbone of an ass.
• 2000 years later someone counted and found
him to be wrong
• Aristotle also reasoned that a lighter object
such as a feather would fall to earth more
slowly than a heavier one such as a stone.
• 2000 years later Galileo proved him wrong.
• NASA does exact experiment on the Moon
and finds Aristotle still wrong.
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Scientific Experimentation
• Stepwise monotherapy was always the
recommended therapy for type 2 diabetes.
• Tests of efficacy of mono versus combination
therapy were not performed until the 1990’s.
• Testing was done with metfomin and
glyburide alone or in combination. Studies
have been repeated later with metformin in
combination with glipizide, rosiglitazone and
sitagliptin.

Original Article:

Effect Of Metformin/Glyburide Tablets
On HbA1c In First-Line Treatment Of
Type 2 Diabetes
Diabetes. 49.5 (May 2000): pA107
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Mean change in [HbA.sub.1c] (%) by Baseline
[HbA.sub.1c] (%) at Week 20
Baseline
[HbA.sub.1c]

Pbo
n=147

Gly
2.5 mg
n=142

Met
500 mg
n=141

M/G
250/1.25
n=149

M/G
500/2.5
n=152

< 8.0

-0.10

-0.93

-0.73

-0.90

-0.92

8–8.9

-0.31

-1.27

-1.26

-1.31

-1.75

9–9.9

-0.46

-1.89

-1.50

-2.40

-2.37

≥ 10

0.09

-1.87

-1.28

-3.21

-2.78

n = Randomized subjects with available data.

Original Article:

Simultaneous Glyburide/Metformin Therapy
is Superior to Component Monotherapy as
an Initial Pharmacological Treatment for
Type 2 Diabetes
Diabetes, Obesity and Metabolism, 4, 2002, 201–208
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Original Article:

Initial Treatment with Rosiglitazone/Metformin
Fixed-Dose Combination Therapy Compared
with Monotherapy with Either Rosiglitazone
or Metformin in Patients with Uncontrolled
Type 2 Diabetes
Diabetes, Obesity and Metabolism, 8, 2006, 650–660
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Initial Combination Therapy with Metformin,
Pioglitazone and Exenatide is More Effective
Than Sequential Add-On Therapy in Subjects
with New-Onset Diabetes.
Results from the Efficacy and Durability of Initial
Combination Therapy for Type 2 Diabetes (EDICT):
a randomized trial.
Diabetes Obes Metab. 2015 Mar;17(3):268-75.
doi: 10.1111/dom.12417. Epub 2015 Jan 7.
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Abstract: Aim
• To test our hypothesis that initiating therapy with a
combination of agents known to improve insulin
secretion and insulin sensitivity in subjects with newonset diabetes would produce greater, more durable
reduction in glycated haemoglobin (HbA1c) levels, while
avoiding hypoglycaemia and weight gain, compared with
sequential addition of agents that lower plasma glucose
but do not correct established pathophysiological
abnormalities.

Abstract: Methods
• Drug-naïve, recently diagnosed subjects with type 2
diabetes mellitus (T2DM) were randomized in an openfashion design in a single-centre study to
metformin/pioglitazone/exenatide (triple therapy;
n = 106) or an escalating dose of metformin followed by
sequential addition of sulfonylurea and glargine insulin
(conventional therapy; n = 115) to maintain HbA1c levels
at <6.5% for 2 years.
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Abstract: Results
• Participants receiving triple therapy experienced a
significantly greater reduction in HbA1c level than those
receiving conventional therapy (5.95 vs. 6.50%;
p < 0.001). Despite lower HbA1c values, participants
receiving triple therapy experienced a 7.5-fold lower
rate of hypoglycaemia compared with participants
receiving conventional therapy. Participants receiving
triple therapy experienced a mean weight loss of 1.2 kg
versus a mean weight gain of 4.1 kg (p < 0.01) in those
receiving conventional therapy.

Abstract: Conclusion
• The results of this exploratory study show that
combination therapy with
metformin/pioglitazone/exenatide in patients with newly
diagnosed T2DM is more effective and results in fewer
hypoglycaemic events than sequential add-on therapy
with metformin, sulfonylurea and then basal insulin.
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Conclusion
• Don’t be a jackass
• Use combination
therapy where
indicated for better
and more rapid
glycemic control
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