Table 8. Glycemic Parameters in a 26 Week, Placebo-Controlled Study
of Alogliptin Tablets as Add-On Therapy to Pioglitazone*
Alogliptin
Tablets
25 mg
+ Pioglitazone
± Metformin
± Sulfonylurea

Placebo
+ Pioglitazone
± Metformin
± Sulfonylurea

N=195

N=95

8

8

-0.8

-0.2

-0.6‡ (-0.8, -0.4)

-

49% (98/199)‡

34% (33/97)

N=197

N=97

Baseline (mean)

170

172

Change from baseline
(adjusted mean†)

-20

-6

-14‡ (-23, -5)

-

A1C (%)
Baseline (mean)
Change from baseline
(adjusted mean†)
Difference from placebo
(adjusted mean† with 95%
confidence interval)
% of patients (n/N) achieving
A1C ≤7%
FPG (mg/dL)

Difference from placebo
(adjusted mean† with 95%
confidence interval)

In combination with pioglitazone and metformin, alogliptin tablets 25 mg were shown to be
statistically superior in lowering A1C and FPG compared with the titration of pioglitazone
from 30 mg to 45 mg at Week 26 and at Week 52 (Table 9; results shown only for Week 52).
A total of 11% of patients in the alogliptin tablets 25 mg treatment group and 22% of
patients in the pioglitazone up-titration group required glycemic rescue.
Improvements in A1C were not affected by gender, age, race or baseline BMI.
The mean increase in body weight was similar in both treatment arms.
Table 9. Glycemic Parameters in a 52 Week, Active-Controlled Study
of Alogliptin Tablets as Add-On Combination Therapy to
Metformin and Pioglitazone*

Change from baseline
(adjusted mean†)

Alogliptin Tablets 25 mg
+ Pioglitazone 30 mg
+ Metformin

Pioglitazone 45 mg
+ Metformin

N=397

N=394

8.2

8.1

-0.7

-0.3

Difference from
pioglitazone 45 mg
+ metformin
(adjusted mean† with
95% confidence interval)

-0.4‡ (-0.5, -0.3)

-

% of Patients (n/N)
achieving A1C≤7%

33% (134/404)§

21% (85/399)

N=399

N=396

Baseline (mean)

162

162

Change from baseline
(adjusted mean†)

-15

-4

Fasting Plasma Glucose
(mg/dL)‡

Difference from
pioglitazone 45 mg
+ metformin
(adjusted mean† with
95% confidence interval)

Placebo
+ Glyburide

N=197

N=97

Baseline (mean)

8.1

8.2

Change from baseline
(adjusted mean†)

-0.5

0

Difference from placebo
(adjusted mean† with
95% confidence interval)

-0.5‡ (-0.7, -0.3)

-

% of Patients (n/N)
achieving A1C ≤7%

35% (69/198)‡

18% (18/99)

N=198

N=99

174

177

-8

2

-11 (-22, 1)

-

A1C (%)

Baseline (mean)
Change from baseline
(adjusted mean†)
Difference from placebo
(adjusted mean† with
95% confidence interval)

Add-on Combination Therapy with Pioglitazone and Metformin
In a 52 week, active-comparator study, a total of 803 patients inadequately controlled
(mean baseline A1C = 8.2%) on a current regimen of pioglitazone 30 mg and metformin
at least 1500 mg per day or at the maximum tolerated dose were randomized to either
receive the addition of alogliptin tablets 25 mg or the titration of pioglitazone 30 mg to
45 mg following a four week, single-blind placebo run-in period. Patients were maintained
on a stable dose of metformin (median dose = 1700 mg). Patients who failed to meet
prespecified hyperglycemic goals during the 52 week treatment period received glycemic
rescue therapy.

Baseline (mean)

Alogliptin Tablets 25 mg
+ Glyburide

FPG (mg/dL)

*Intent-to-treat population using last observation on study
†
Least squares means adjusted for treatment, baseline value, geographic
region, baseline treatment regimen (pioglitazone, pioglitazone + metformin
or pioglitazone + sulfonylurea) and baseline pioglitazone dose
‡p<0.01 compared to placebo

A1C (%)

Table 10. Glycemic Parameters in a 26 Week, Placebo-Controlled Study of
Alogliptin Tablets as Add-On Therapy to Glyburide*

*Intent-to-treat population using last observation on study
†Least squares means adjusted for treatment, baseline value, geographic region
and baseline glyburide dose
‡p<0.01 compared to placebo
Add-On Therapy to Insulin
In a 26 week, placebo-controlled study, a total of 390 patients inadequately controlled
on insulin alone (42%) or in combination with metformin (58%) (mean baseline A1C =
9.3%) were randomized to receive alogliptin tablets 12.5 mg, alogliptin tablets 25 mg or
placebo. Patients were maintained on their insulin regimen (median dose = 55 IU) upon
randomization and those previously treated with insulin in combination with metformin
(median dose = 1700 mg) prior to randomization continued on the combination regimen
during the treatment period. Patients entered the trial on short-, intermediate- or longacting (basal) insulin or premixed insulin. Patients who failed to meet prespecified
hyperglycemic goals during the 26 week treatment period received glycemic rescue
therapy.
 he addition of alogliptin tablets 25 mg once daily to insulin therapy resulted in statistically
T
significant improvements from baseline in A1C and FPG at Week 26, when compared to
placebo (Table 11). A total of 20% of patients receiving alogliptin tablets 25 mg and 40%
of those receiving placebo required glycemic rescue.
Improvements in A1C were not affected by gender, age, baseline BMI or baseline
insulin dose. Clinically meaningful reductions in A1C were observed with alogliptin
tablets compared to placebo regardless of whether subjects were receiving concomitant
metformin and insulin (-0.2% placebo versus -0.8% alogliptin tablets) therapy or insulin
alone (0.1% placebo versus -0.7% alogliptin tablets).
 he mean increase in body weight was similar between alogliptin tablets and placebo
T
when given in combination with insulin.
Table 11. Glycemic Parameters in a 26 Week, Placebo-Controlled Study of
Alogliptin Tablets as Add-On Therapy to Insulin*
Alogliptin Tablets 25 mg
+ Insulin
± Metformin

Placebo
+ Insulin
± Metformin

N=126

N=126

Baseline (mean)

9.3

9.3

Change from baseline
(adjusted mean†)

-0.7

-0.1

-0.6‡ (-0.8, -0.4)

-

8% (10/129)

1% (1/129)

A1C (%)

Difference from placebo
(adjusted mean† with 95%
confidence interval)
% of patients (n/N) achieving
A1C ≤7%

-

*Intent-to-treat population using last observation on study
†Least squares means adjusted for treatment, baseline value, geographic
region and baseline metformin dose.
‡Noninferior and statistically superior to metformin + pioglitazone at the
0.025 one-sided significance level
§p<0.001 compared to pioglitazone 45 mg + metformin
Add-On Therapy to a Sulfonylurea
In a 26 week, placebo-controlled study, a total of 500 patients inadequately controlled on
a sulfonylurea (mean baseline A1C = 8.1%) were randomized to receive alogliptin tablets
12.5 mg, alogliptin tablets 25 mg or placebo. Patients were maintained on a stable dose
of glyburide (median dose = 10 mg) during the treatment period. All patients entered
into a four week, single-blind, placebo run-in period prior to randomization. Patients who
failed to meet prespecified hyperglycemic goals during the 26 week treatment period
received glycemic rescue therapy.
 he addition of alogliptin tablets 25 mg to glyburide therapy resulted in statistically
T
significant improvements from baseline in A1C at Week 26 when compared to placebo
(Table 10). Improvements in FPG observed with alogliptin tablets 25 mg were not
statistically significant compared with placebo. A total of 16% of patients receiving
alogliptin tablets 25 mg and 28% of those receiving placebo required glycemic rescue.
Improvements in A1C were not affected by gender, age, baseline BMI or baseline
glyburide dose.
 he mean change in body weight was similar between alogliptin tablets and placebo
T
when given in combination with glyburide.

The rate of all cause death was similar between treatment arms with 153 (3.6 per
100 PY) recorded among patients randomized to alogliptin tablets and 173 (4.1 per
100 PY) among patients randomized to placebo. A total of 112 deaths (2.9 per 100 PY)
among patients on alogliptin tablets and 130 among patients on placebo (3.5 per
100 PY) were adjudicated as cardiovascular deaths.
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HOW SUPPLIED/STORAGE AND HANDLING

Alogliptin tablets are available as film-coated tablets containing 25 mg, 12.5 mg or
6.25 mg of alogliptin as follows:
 5 mg tablet: light red, oval, biconvex, film-coated, with “TAK ALG-25” printed on one
2
side, available in:
NDC 45802-150-65

Bottles of 30 tablets

 2.5 mg tablet: yellow, oval, biconvex, film-coated, with “TAK ALG-12.5” printed on
1
one side, available in:
NDC 45802-103-65

Bottles of 30 tablets

 .25 mg tablet: light pink, oval, biconvex, film-coated, with “TAK ALG-6.25” printed on
6
one side, available in:
NDC 45802-087-65

Bottles of 30 tablets

Storage
 tore at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled
S
Room Temperature].
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PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Inform patients of the potential risks and benefits of alogliptin tablets.
Patients should be informed that acute pancreatitis has been reported during use of
alogliptin tablets. Patients should be informed that persistent, severe abdominal pain,
sometimes radiating to the back, which may or may not be accompanied by vomiting,
is the hallmark symptom of acute pancreatitis. Patients should be instructed to promptly
discontinue alogliptin tablets and contact their physician if persistent severe abdominal
pain occurs.
Patients should be informed of the signs and symptoms of heart failure. Before initiating
alogliptin tablets, patients should be asked about a history of heart failure or other risk
factors for heart failure including moderate to severe renal impairment. Patients should
be instructed to contact their healthcare providers as soon as possible if they experience
symptoms of heart failure, including increasing shortness of breath, rapid increase in
weight, or swelling of the feet.
Patients should be informed that allergic reactions have been reported during use of
alogliptin tablets. If symptoms of allergic reactions (including skin rash, hives and swelling
of the face, lips, tongue and throat that may cause difficulty in breathing or swallowing)
occur, patients should be instructed to discontinue alogliptin tablets and seek medical
advice promptly.
Patients should be informed that postmarketing reports of liver injury, sometimes fatal,
have been reported during use of alogliptin tablets. If signs or symptoms of liver injury
occur, patients should be instructed to discontinue alogliptin tablets and seek medical
advice promptly.
Inform patients that hypoglycemia can occur, particularly when an insulin secretagogue
or insulin is used in combination with alogliptin tablets. Explain the risks, symptoms and
appropriate management of hypoglycemia.

N=128

N=127

Baseline (mean)

186

196

Change from baseline
(adjusted mean†)

-12

6

Inform patients that bullous pemphigoid may occur with this class of drugs. Instruct
patients to seek medical advice if blisters or erosions occur [see Warnings and
Precautions (5.7)].

-18‡ (-33, -2)

-

Instruct patients to take alogliptin tablets only as prescribed. If a dose is missed, advise
patients not to double their next dose.

FPG (mg/dL)

-11§ (-16, -6)

study. The observed incidence of MACE was highest within the first 60 days after
randomization in both treatment arms (14.8 MACE per 100 PY), decreased from day 60
to the end of the first year (8.4 per 100 PY) and was lowest after one year of follow-up
(5.2 per 100 PY).

Difference from placebo
(adjusted mean† with 95%
confidence interval)

*Intent-to-treat population using last observation on study
†Least squares means adjusted for treatment, baseline value, geographic region,
baseline treatment regimen (insulin or insulin + metformin) and baseline daily
insulin dose
‡p<0.05 compared to placebo
14.3
Cardiovascular Safety Trial
A randomized, double-blind, placebo-controlled cardiovascular outcomes trial
(EXAMINE) was conducted to evaluate the cardiovascular risk of alogliptin tablets.
The trial compared the risk of major adverse cardiovascular events (MACE) between
alogliptin tablets (N=2701) and placebo (N=2679) when added to standard of care
therapies for diabetes and atherosclerotic vascular disease (ASCVD). The trial was
event driven and patients were followed until a sufficient number of primary outcome
events accrued.
Eligible patients were adults with type 2 diabetes who had inadequate glycemic control
at baseline (e.g., HbA1c >6.5%) and had been hospitalized for an acute coronary
syndrome event (e.g., acute myocardial infarction or unstable angina requiring
hospitalization) 15 to 90 days prior to randomization. The dose of alogliptin tablets
was based on estimated renal function at baseline per dosage and administration
recommendations [see Dosage and Administration (2.2)]. The average time between
an acute coronary syndrome event and randomization was approximately 48 days.
The mean age of the population was 61 years. Most patients were male (68%), Caucasian
(73%), and were recruited from outside of the United States (86%). Asian and Black
patients contributed 20% and 4% of the total population, respectively. At the time of
randomization patients had a diagnosis of type 2 diabetes mellitus for approximately
9 years, 87% had a prior myocardial infarction and 14% were current smokers.
Hypertension (83%) and renal impairment (27% with an eGFR ≤60 ml/min/1.73 m2) were
prevalent co-morbid conditions. Use of medications to treat diabetes (e.g., metformin
73%, sulfonylurea 54%, insulin 41%), and ASCVD (e.g., statin 94%, aspirin 93%, reninangiotensin system blocker 88%, beta-blocker 87%) was similar between patients
randomized to alogliptin tablets and placebo at baseline. During the trial, medications to
treat diabetes and ASCVD could be adjusted to ensure care for these conditions adhered
to standard of care recommendations set by local practice guidelines.
The primary endpoint in EXAMINE was the time to first occurrence of a MACE defined
as the composite of cardiovascular death, nonfatal myocardial infarction (MI), or
nonfatal stroke. The study was designed to exclude a pre-specified risk margin of 1.3
for the hazard ratio of MACE. The median exposure to study drug was 526 days and
95% of the patients were followed to study completion or death.
Table 12 shows the study results for the primary MACE composite endpoint and the
contribution of each component to the primary MACE endpoint. The upper bound of
the confidence interval was 1.16 and excluded a risk margin larger than 1.3.
Table 12. Patients with MACE in EXAMINE
Alogliptin
Composite of
first event of CV
death, nonfatal
MI or nonfatal
stroke (MACE)

Number
of Patients
(%)

Rate per
100 PY*

N=2701

Placebo

Hazard Ratio

Number
per
of Patients Rate
100 PY*
(%)

(98% CI)

N=2679

305 (11.3)

7.6

316 (11.8)

7.9

CV Death

89 (3.3)

2.2

111 (4.1)

2.8

Non-fatal MI

187 (6.9)

4.6

173 (6.5)

4.3

Non-fatal stroke

29 (1.1)

0.7

32 (1.2)

0.8

0.96 (0.80, 1.16)

*Patient Years (PY)
The Kaplan-Meier based cumulative event probability is presented in Figure 4 for the
time to first occurrence of the primary MACE composite endpoint by treatment arm.
The curves for placebo and alogliptin tablets overlap throughout the duration of the

Inform patients that severe and disabling joint pain may occur with this class of drugs.
The time to onset of symptoms can range from one day to years. Instruct patients to
seek medical advice if severe joint pain occurs.

Instruct patients to read the Medication Guide before starting alogliptin tablets therapy and
to reread each time the prescription is refilled. Instruct patients to inform their healthcare
provider if an unusual symptom develops or if a symptom persists or worsens.
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MEDICATION GUIDE
Alogliptin Tablets

Tell your doctor about all the medicines you
take, including prescription and over-the-counter
medicines, vitamins and herbal supplements.
Know the medicines you take. Keep a list of them and
show it to your doctor and pharmacist before you start
any new medicine.
Alogliptin tablets may affect the way other medicines
work, and other medicines may affect how alogliptin
tablets work. Contact your doctor before you start or
stop other types of medicines.
How should I take alogliptin tablets?
• Take alogliptin tablets exactly as your doctor
tells you to take it.
• Take alogliptin tablets 1 time each day with or
without food.
• If you miss a dose, take it as soon as you
remember. If you do not remember until it is
time for your next dose, skip the missed dose,
and take the next dose at your regular time.
Do not take 2 doses of alogliptin tablets at the
same time.
• If you take too many alogliptin tablets, call your
doctor or go to the nearest hospital emergency
room right away.
• If your body is under stress, such as from fever,
infection, accident or surgery, the dose of your
diabetes medicines may need to be changed.
Call your doctor right away.
• Stay on your diet and exercise programs and
check your blood sugar as your doctor tells you
to.
• Your doctor may do certain blood tests before
you start alogliptin tablets and during treatment
as needed. Your doctor may change your dose
of alogliptin tablets based on the results of your
blood tests due to how well your kidneys are
working.
• Your doctor will check your diabetes with regular
blood tests, including your blood sugar levels
and your hemoglobin A1C.
What are the possible side effects of alogliptin
tablets?
Alogliptin tablets can cause serious side effects,
including:
See “What is the most important information I
should know about alogliptin tablets?”
• Allergic (hypersensitivity) reactions such
as:
	
swelling of your face, lips, throat and other
areas on your skin
raised, red areas on your skin (hives)
difficulty swallowing or breathing
skin rash, itching, flaking or peeling
If you have these symptoms, stop taking
alogliptin tablets and contact your doctor right
away.
• Liver problems. Call your doctor right away if
you have unexplained symptoms, such as:
nausea or vomiting
loss of appetite
stomach pain
dark urine
unusual or unexplained tiredness
	
yellowing of your skin or the whites of your
eyes
• Low blood sugar (hypoglycemia). If you take
alogliptin tablets with another medicine that can
cause low blood sugar, such as a sulfonylurea
or insulin, your risk of getting low blood sugar is
higher. The dose of your sulfonylurea medicine
or insulin may need to be lowered while you
take alogliptin tablets. If you have symptoms of
low blood sugar, you should check your blood
sugar and treat if low, then call your doctor.
Signs and symptoms of low blood sugar
include:
	shaking or feeling jittery
	fast heartbeat
	sweating
	change in vision
hunger
confusion
headache
	dizziness
change in mood

Read this Medication Guide carefully before you start
taking alogliptin tablets and each time you get a refill.
There may be new information. This information does
not take the place of talking with your doctor about
your medical condition or treatment. If you have any
questions about alogliptin tablets, ask your doctor
or pharmacist.
What is the most important information I should
know about alogliptin tablets?
Serious side effects can happen to people taking
alogliptin tablets, including:
1. 	
Inflammation of the pancreas (pancreatitis):
Alogliptin tablets may cause pancreatitis which
may be severe.
Certain medical conditions make you more
likely to get pancreatitis.
Before you start taking alogliptin tablets:
Tell your doctor if you have ever had:
• pancreatitis • kidney problems • liver problems
Stop taking alogliptin tablets and call your
doctor right away if you have pain in your
stomach area (abdomen) that is severe and will
not go away. The pain may be felt going from
your abdomen through to your back. The pain
may happen with or without vomiting. These
may be symptoms of pancreatitis.
2. 	
Heart failure:
Before you start taking alogliptin tablets:
Tell your healthcare provider if you have
ever had heart failure or have problems with
your kidneys.
Contact your healthcare provider right away
if you have any of the following symptoms:
• increasing shortness of breath or trouble
breathing especially when lying down
• an unusually fast increase in weight
• swelling of feet, ankles, or legs
These may be symptoms of heart failure.
What is alogliptin tablets?
• Alogliptin tablets is a prescription medicine used
along with diet and exercise to improve blood sugar
(glucose) control in adults with type 2 diabetes.
• Alogliptin tablets are unlikely by themselves to cause
your blood sugar to be lowered to a dangerous
level (hypoglycemia). However, hypoglycemia may
still occur with alogliptin tablets.
• Alogliptin tablets are not for people with type 1
diabetes.
• Alogliptin tablets are not for people with diabetic
ketoacidosis (increased ketones in blood or urine).
It is not known if alogliptin tablets are safe and
effective in children under the age of 18.
Who should not take alogliptin tablets?
Do not take alogliptin tablets if you:
• A
 re allergic to any ingredients in alogliptin
tablets or have had a serious allergic
(hypersensitivity) reaction to alogliptin tablets.
See the end of this Medication Guide for a
complete list of the ingredients in alogliptin
tablets.
Symptoms of a serious allergic reaction to
alogliptin tablets may include:
	swelling of your face, lips, throat and other
areas on your skin
raised, red areas on your skin (hives)
difficulty with swallowing or breathing
skin rash, itching, flaking or peeling
If you have any of these symptoms, stop taking
alogliptin tablets and contact your doctor or go to
the nearest hospital emergency room right away.
What should I tell my doctor before and during
treatment with alogliptin tablets?
Before you take alogliptin tablets, tell your doctor if
you:
•h
 ave or have had inflammation of your pancreas
(pancreatitis)
• have kidney or liver problems
• have other medical conditions
•a
 re pregnant or plan to become pregnant. It
is not known if alogliptin tablets can harm your
unborn baby. Talk with your doctor about the
best way to control your blood sugar while you
are pregnant or if you plan to become pregnant
•a
 re breastfeeding or plan to breastfeed. It is
not known whether alogliptin passes into your
breast milk. Talk with your doctor about the best
way to feed your baby if you are taking alogliptin
tablets
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•	Joint pain. Some people who take medicines
called DPP-4 inhibitors like alogliptin tablets
may develop joint pain that can be severe.
Call your doctor if you have severe joint pain.
•	 Skin reaction. Some people who take
medicines called DPP-4 inhibitors, like
alogliptin tablets, may develop a skin
reaction called bullous pemphigoid that can
require treatment in a hospital. Tell your
doctor right away if you develop blisters or
the breakdown of the outer layer of your skin
(erosion). Your doctor may tell you to stop
taking alogliptin tablets.
The most common side effects of alogliptin tablets
include stuffy or runny nose and sore throat,
headache, or cold-like symptoms (upper respiratory
tract infection).
Tell your doctor if you have any side effect that
bothers you or that does not go away.
These are not all the possible side effects of alogliptin
tablets. For more information, ask your doctor or
pharmacist.
Call your doctor for medical advice about side
effects. You may report side effects to FDA at
1-800-FDA-1088.
How should I store alogliptin tablets?
Store alogliptin tablets at room temperature between
68°F to 77°F (20°C to 25°C).
Keep alogliptin tablets and all medicines out of the
reach of children.
General information about the safe and effective
use of alogliptin tablets
Medicines are sometimes prescribed for purposes
other than those listed in the Medication Guide. Do
not take alogliptin tablets for a condition for which it
was not prescribed. Do not give alogliptin tablets to
other people, even if they have the same symptoms
you have. It may harm them.
This Medication Guide summarizes the most
important information about alogliptin tablets. If you
would like to know more information, talk with your
doctor. You can ask your doctor or pharmacist for
information about alogliptin tablets that is written for
health professionals.
For more information go to www.perrigo.com or call
1-877-TAKEDA-7 (1-877-825-3327).
What are the ingredients in alogliptin tablets?
Active ingredient: alogliptin
Inactive ingredients: mannitol, microcrystalline
cellulose, hydroxypropyl cellulose, croscarmellose
sodium and magnesium stearate. In addition, the filmcoating contains the following inactive ingredients:
hypromellose, titanium dioxide, ferric oxide (red or
yellow) and polyethylene glycol and is marked with
gray F1 printing ink

0Q900 RC J3
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This Medication Guide has been approved by the U.S.
Food and Drug Administration.
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