
sion of diabetes, it does not prevent dis-
ease progression. Studies have shown that 
combination therapy is more effective for 
the prevention of disease progression 
because it addresses both insulin resis-
tance and beta cell dysfunction.7 The fol-
lowing paragraphs summarize some of this 
research.

A 24-week randomized, double-blind, 
placebo-controlled parallel group study 
enrolled 1,091 patients with type 2 diabe-
tes and HbA1c levels of 7.5% to 11%.8 The 
study sought to assess the efficacy of ini-
tial combination therapy with sitagliptin 
(Januvia) and metformin (Glucophage). 
Participants were randomized to one of 
six daily treatments as follows:
•	 sitagliptin 100 mg, metformin 1,000 

mg
•	 sitagliptin 100 mg, metformin 2,000 

mg
•	 metformin 1,000 mg
•	 metformin 2,000 mg
•	 sitagliptin 100 mg
•	 placebo. 
The mean baseline HbA1c of 

patients in all groups was 8.8%. 
Researchers documented a sig-
nificant decrease in HbA1c from 
baseline in the group treated with 
sitagliptin 100 mg and metformin 
2,000 mg (see table). Of note, the 
incidence of hypoglycemia did not 
increase with combination therapy 
vs. metformin alone.8

A meta-analysis of nine studies demon-
strated the benefits of sitagliptin as mono-
therapy and as an adjunct to other oral dia-
betes medications, including metformin, 
pioglitizone (Actos), rosiglitizone (Avandia) 
and glipizide (Glucotrol). In all studies, sita-
gliptin provided favorable outcomes in 
the management of glycemic control, as 
evidenced by decreased plasma glucose 
levels or decreased HbA1c levels.9

Two of the studies demonstrated sig-

nificant benefits of treatment with met-
formin and sitagliptin combination therapy. 
Results of the first study, which involved 24 
patients, demonstrated a decrease in fast-
ing glucose of 23.8 mg/dL with combina-
tion therapy compared with a decrease of 
3.4 mg/dL with metformin alone. In the 
second study, which involved 701 patients, 
addition of sitagliptin to metformin result-
ed in a 25.4 mg/dL reduction in fasting 
plasma glucose and a 50.6 mg/dL decrease 
in 2-hour postprandial glucose. Sitagliptin 
also contributed to improved pancreatic 
beta cell function in the patients. It did not 
promote adverse effects such as weight 
gain and hypoglycemia, which are com-
mon with other drug therapies.9 

In sum, combination therapy with met-
formin and sitagliptin provided significant-
ly improved control of type 2 diabetes as 
evidenced by decreased HbA1c and blood 
glucose levels. The complementary actions 

of these two agents provided addi-
tive effects that improved glycemic 
control, helping to prevent dis-
ease progression and subsequent 
microvascular and macrovascular 
complications. In addition, the inci-
dence of adverse effects was no 
greater with combination therapy 
than with metformin alone.
Recommendation for Policy
In response to current research 
findings, AACE recommendations 
and clinical experience, we recom-

mend early intervention with combination 
therapy over metformin alone for patients 
whose HbA1c is higher than 7%. The evi-
dence shows that initiation of combina-
tion therapy in patients with HbA1c levels 
greater than 7% improves glycemic control, 
which slows disease progression and helps 
prevent microvascular and macrovascular 
complications. 
We chose to focus on combination therapy 
with sitagliptin and metformin because of 

their very different but complementary 
pharmacologic profiles. However, when 
initiating any drug therapy, individualize 
the drugs used in combination therapy 
according to the characteristics and needs 
of each patient.
Putting It Into Practice
For implementation of change in treatment 
approach to be successful, the first step is 
to emphasize the need for better glycemic 
control. Due to the increasing prevalence 
of type 2 diabetes and its subsequent com-
plications, nurse practitioners are aware of 
the urgency to intervene with more aggres-
sive therapy. Now we must emphasize this 
urgency to patients to promote adherence 
to a change in medication therapy. 

Considering that diabetes is one of the 
most common diseases treated in primary 
care, NPs should be more vigilant about 
staying current with evidence-based 
research about this condition. This can be 
accomplished through frequent review of 
the literature, including guidelines from 
diabetes-focused groups such as the AACE. 
Sharing relevant findings and individual 
clinical experiences with colleagues will 
create a clear vision for implementing strat-
egies for change.1 

Communication between NPs and 
patients is vital to promoting change. 
Sharing real-life examples of treatment suc-
cess empowers patients to take an active 
role in managing their disease. Ongoing 
support will encourage the patient to per-
sist in achieving treatment goals. NP
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A1c Efficacy by Group
Parameter Placebo Sitagliptin

100 mg 4 times/
day

Metformin 500 mg 
2 times/day

Metformin 1,000 
mg 2 times/day

Sitagliptin 50 mg + 
metformin 500 mg 

2 times/day

Sitagliptin 50 mg 
+ metformin 1,000 

mg 2 times/day

A1c % baseline 8.68 +/- 1.00 8.87 +/- 0.99 8.90 +/- 1.00 8.68 +/- 0.91 8.79 +/- 1.00 8.76 +/- 0.95

Change from 
baseline

0.17 
(0.00 to 0.33)

-0.66
(-0.83 to -0.50)

-0.82
(-0.98 to -0.66)

-1.13
(-1.29 to -0.97)

-1.40
(-1.56 to -1.24)

-1.90
(-2.06 to -1.74)


