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Find out how FORTEO forms new bone at www.FORTEOhcp.com

FORTEO® (teriparatide [rDNA origin] injection) SELECT SAFETY 
INFORMATION

Prescribe FORTEO only for patients for whom the potential benefits are considered to outweigh 

the potential risks. FORTEO should not be prescribed for patients at increased baseline risk for 

osteosarcoma, including those with Paget’s disease of bone, unexplained elevations of alkaline 

phosphatase, pediatric and young adult patients with open epiphyses, or prior external beam or 

implant radiation therapy. Additionally, patients with bone metastases or a history of skeletal 

malignancies, metabolic bone diseases other than osteoporosis, or pre-existing hypercalcemia 

should not receive FORTEO.

Use of FORTEO for more than 2 years during a patient’s lifetime is not recommended. 

FORTEO CONNECT OFFERS PERSONALIZED SUPPORT
TO HELP PATIENTS THROUGHOUT THEIR TREATMENT

Patients can choose to sign up for insurance investigation, training, and/or • 

ongoing support
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Novel FFAR1 Agonist Reduced HbA1c in Type 2
B Y  S H A R O N  W O R C E S T E R

FROM THE LANCET

T
he oral, highly potent, and selec-
tive free fatty acid receptor 1 ago-
nist TAK-875 significantly im-

proved glycemic control in patients with
type 2 diabetes without increasing treat-
ment-emergent hypoglycemic events in a
phase II, randomized controlled trial com-
paring TAK-875, glimepiride, and placebo.

Activation of free fatty acid receptor 1
(FFAR1), also known as G-protein–cou-
pled receptor 40, has been shown in pre-
clinical studies to stimulate glucose-de-
pendent beta-cell insulin secretion. The
current findings show that it is a poten-
tial therapeutic target in the treatment of
type 2 diabetes, Dr. Charles F. Burant of
the University of Michigan, Ann Arbor,
and his colleagues reported.

At weeks 4, 8, and 12 of treatment, all
of the 303 patients who were random-
ized to receive treatment with TAK-875
at doses ranging from 6.25 to 200 mg
once daily, as well as all of the 62 patients
randomized to receive treatment with 4-
mg glimepiride (a sulphonylurea that
acts as an insulin secretagogue) once
daily, achieved significant least-squares
mean reductions from baseline in he-
moglobin A1c, compared with the 61 pa-

tients randomized to a placebo group. At
12 weeks, mean reductions in the TAK-
875 group ranged from 0.65 percentage
points with the 6.25-mg dose to rough-
ly 1.0 percentage point with the 50-mg
and higher doses; in the glimepiride
group, the mean reduction was 1.05 per-
centage points, compared with 0.13 in
the placebo group, the investigators said
(Lancet 2012 Feb. 27 [doi:10.1016/S0140-
6736(11)61879-5]).

Only the decrease in the 6.25-mg TAK-
875 group was significantly smaller than
that in the glimepiride group, they noted.

Additionally, the percentage of patients
reaching the American Diabetes Associ-
ation target of HbA1c less than 7.0% by
12 weeks was generally similar in the 25-
to 200-mg TAK-875 and glimepiride
groups, and changes, relative to the place-
bo group, were significant, they said.

About 2% and 3% of the TAK-875 pa-

Durability
Questioned

The findings by Dr. Burant
and colleagues promise to

raise many questions about the
potential of TAK-875 in the
treatment of type 2 diabetes, ac-
cording to Dr. Clifford J. Bailey.

F F A R 1
a g o n i s t s
are “differ-
ent and in-
teresting”
in that they
may be ca-
pable of re-
stricted ini-
tiation of
insulin secretion, and “will main-
ly potentiate nutrient-induced
insulin secretion, which will fa-
vor enhanced prandial insulin
secretion and reduce the risk of
interprandial hypoglycemia,” Dr.
Bailey wrote in an editorial ac-
companying the report. 

However, among the varied
matters that must be addressed
are durability of stimulatory ef-
fects, impact on insulin resis-
tance, and safety, he noted
(Lancet 2012 Feb. 27 [doi:
10.106/S0140-6736(12)60165-2]).

“The question of durability
looms large over insulin-releas-
ing pharmacotherapies. The
stimulatory effect of sulphonyl-
ureas seems to wear off and re-
strict long-term efficacy in many
patients,” he said.

DR. BAILEY is with Aston
University in Birmingham,
England, and Birmingham
Children’s Hospital. He disclosed
relationships with Bristol-Myers
Squibb, AstraZeneca, Merck
Sharp & Dohme, Novo Nordisk,
GlaxoSmithKline, Sanofi-Aventis,
and Prosidion.
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N O W  I S  T H E  T I M E  F O R 
A N A B O L I C  A C T I O N

Please see Important Safety Information and Brief Summary 
of Prescribing Information on adjacent pages.

FORTEO IS INDICATED:

For the treatment of postmenopausal women with osteoporosis at high risk for fracture• 

To increase bone mass in men with primary or hypogonadal osteoporosis at high risk for fracture• 

For the treatment of men and women with osteoporosis associated with sustained, systemic glucocorticoid • 

therapy at high risk for fracture

WARNING: POTENTIAL RISK OF OSTEOSARCOMA 
In male and female rats, teriparatide caused an increase in the incidence of osteosarcoma (a malignant bone 
tumor) that was dependent on dose and treatment duration. The effect was observed at systemic exposures to 
teriparatide ranging from 3 to 60 times the exposure in humans given a 20-mcg dose. Because of the uncertain 
relevance of the rat osteosarcoma fi nding to humans, prescribe FORTEO® (teriparatide [rDNA origin] injection) 
only for patients for whom the potential benefi ts are considered to outweigh the potential risk. FORTEO should 
not be prescribed for patients who are at increased baseline risk for osteosarcoma (including those with Paget’s 
disease of bone or unexplained elevations of alkaline phosphatase, pediatric and young adult patients with 
open epiphyses, or prior external beam or implant radiation therapy involving the skeleton).

tients and the placebo patients, respec-
tively, experienced treatment-emergent
hypoglycemic events during treatment,
compared with 19% of the glimepiride
patients, and the events were mild to
moderate in intensity in all groups. This
finding suggests a therapeutic advan-

tage of agents targeting FFAR1, com-
pared with sulphonylureas, which are
associated with frequent occurrence of
hypoglycemia.

The percentage of patients with treat-
ment-emergent adverse events that were
determined by the investigators to be re-

lated to the study drug was lowest in the
TAK-875 patients (7%, compared with
11% in the placebo group and 23% in the
glimepiride group).

Participants in this double-blind study
were outpatient adults aged 18-80 with
type 2 diabetes who had not responded to

either an 8-week diet and exercise plan or
to metformin treatment and who were
enrolled during November 2009–Sep-
tember 2010 at 95 sites in the United
States, Mexico, and Guatemala. Baseline
characteristics were similar in all groups.

After a 2-week, single-blind, placebo
run-in period, the patients were treated
for 12 weeks, followed by a 2-week fol-
low-up period. 

The fact that a significant change in
HbA1c, as compared with placebo, was
apparent at 4 weeks after treatment ini-
tiation with all doses of TAK-875 sug-
gests a rapid onset of action. ■

Major Finding: At weeks 4, 8, and 12, all of the 303 pa-
tients randomized to receive treatment with TAK-875 at
doses ranging from 6.25 to 200 mg once daily, as well as
all of the 62 patients randomized to receive 4 mg of
glimepiride once daily, achieved significant mean reduc-
tions from baseline in HbA1c, compared with placebo.

Data Source: A phase II, randomized, double-blind, placebo-
and active comparator–controlled trial. 

Disclosures: The study was sponsored by Takeda Global Re-
search and Development, for which Dr. Burant serves as an
unpaid consultant and adviser. All other study authors are
employed by the company.
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