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Close B ige ann

B participant Flow

Recruitment Details Participants enrolled at 117 investigative sites in 16 countries from 24 February 2006 to 05 July 2007.
Participants with a historical diagnosis of type 2 diabetes mellitus were enrolled in one of 3, once-daily (QD)

Pre-Assignment Details treatment groups.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD Total
[2] -+~ Alogliptin placebo-matching Alogliptin 12.5 mg, tablets, Alogliptin 25 mg, tablets, orally, (Not
Arm/Group Description tablets, orally, once daily for up orally, once daily for up to 26  once daily for up to 26 weeks. public)
to 26 weeks. weeks.

Period Title: Overall Study

Started 65 133 131 329
Completed 40 105 107 252
Not Completed 25 28 24 77

R nN mpl

Hyperglycemia rescue 19 13 10 42
Adverse Event 1 3 2 6
Lost to Follow-up 0 3 3 6
Physician Decision 3 0 2 5
Protocol Violation 1 1 0 2
Participant Non-compliance 1 0 0 1
Withdrawal by Subject 0 8 7 15

(Not Public) Not Completed = 25 Not Completed = 28 Not Completed = 24

Total from all reasons = 25 Total from all reasons = 28 Total from all reasons = 24

I Baseline Characteristics
Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD Total

Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,  Alogliptin 25 mg, tablets,

tablets, orally, once daily for orally, once daily for up to 26 orally, once daily for up to 26

up to 26 weeks. weeks. weeks.

Overall Number of Baseline 65 133 131 329
Participants

2] Arm/Group Description

H Baseline Analysis
Population Description
[Not specified]
Age, Customized
Measure Type: Number
Units: participants

<65 years53 110 111 274
Between 65 and 74 years8 18 16 42
=75 years4 5 4 13

Gender, Male/Female
Measure Type: Number
Units: participants
Female 32 68 54 154
Male 33 65 77 175
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Outcome Measures
1. Primary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (HbAlc) at Week 26.
The change in the value of glycosylated hemoglobin (the concentration of glucose bound to hemoglobin as a
2] Description: percent of the absolute maximum that can be bound) collected at week 26 or final visit and glycosylated
hemoglobin collected at baseline.
Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data Bl

Randomized subjects who received at least 1 dose of study drug (Full Analysis Set), and who had measurements at baseline
and at the week 26 visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description:Alog"pti” placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 131 128
Analyzed
Least Squares Mean
(Standard Error) 4 55 (9 094) -0.56 (0.065) -0.59 (0.066)

Units: percentage of
Glycosylated Hemoglobin

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis
Over\)//iew Comments Null Hypothesis: No difference between treatment and placebo

arms in change from baseline in glycosylated hemoglobin.
Sample size calculated based on normally distributed means.
For comparison of either dose vs. placebo (2-sample t-test),
study sample size >=325 subjects had 95% power to detect a
treatment difference as small as 0.5% in the supportive per
protocol analysis set assuming SD=0.8%, 2-sided >0.05
significance level and >=80% of subjects meeting per protocol

criteria.
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of . -
Hypothesis Comments A step-down strategy was used for the primary analysis. First,

the 25mg dose was compared to placebo at the 2-sided 0.05
significance level. The 12.5 mg dose was compared to placebo
only if the comparison of the 25mg dose to placebo was

significant.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint (HbAlc) as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -0.54
Confidence Interval (2-Sided) 95%
-0.76 to -0.31
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Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis
Over\¥iew Comments Null Hypothesis: No difference between treatment and placebo

arms in change from baseline in glycosylated hemoglobin.
Sample size calculated based on normally distributed means.
For comparison of either dose vs. placebo (2-sample t-test),
study sample size >=325 subjects had 95% power to detect a
treatment difference as small as 0.5% in the supportive per
protocol analysis set assuming SD=0.8%, 2-sided >0.05
significance level and >=80% of subjects meeting per protocol

criteria.
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of i
Hypothesis Comments [Not specified]
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint (HbAlc) as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation

Estimated Value -0.57
Confidence Interval (2-Sided) 95%
-0.80 to -0.35

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

2. Secondary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (Week 4).
The change in the value of Glycosylated Hemoglobin (the concentration of glucose bound to hemoglobin as a
2] Description: percent of the absolute maximum that can be bound) collected at week 4 and Glycosylated Hemoglobin
collected at baseline.
Time Frame: Baseline and Week 4.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 123 120
Analyzed
Least Squares Mean
(Standard Error) 11 (g 052) -0.37 (0.035) -0.45 (0.036)

Units: percentage of
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Glycosylated Hemoglobin

H statistical Analysis 1 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

H statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.26

(2-Sided) 95%
-0.39 to -0.14

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]
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Statistical P-Value <0.001
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.34
Confidence Interval (2-Sided) 95%
-0.46 to -0.21

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

3. Secondary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (Week 8).
The change in the value of Glycosylated Hemoglobin (the concentration of glucose bound to hemoglobin as a
2] Description: percent of the absolute maximum that can be bound) collected at week 8 and Glycosylated Hemoglobin
collected at baseline.
Time Frame: Baseline and Week 8.
Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B aArm/c Description: o
rm/roup bescription tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 131 128
Analyzed
Least Squares Mean
(Standard Error) 4 43 9 072) -0.53 (0.049) -0.64 (0.050)

Units: percentage of
Glycosylated Hemoglobin

H statistical Analysis 1

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.
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Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value -0.40
Confidence Interval (2-Sided) 95%
-0.57 to -0.23

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis B
Overview Comments [Not specified]

Non-Inferiority

or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -0.51
Confidence Interval (2-Sided) 95%
-0.68 to -0.33

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

4. Secondary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (Week 12).
The change in the value of Glycosylated Hemoglobin (the concentration of glucose bound to hemoglobin as a
2] Description: percent of the absolute maximum that can be bound) collected at week 12 and Glycosylated Hemoglobin
collected at baseline.
Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'AIOQIiptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 131 128
Analyzed
Least Squares Mean
(Standard Error) 4 43 0g0) -0.57 (0.055) -0.66 (0.056)

Units: percentage of
Glycosylated Hemoglobin
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B statistical Analysis 1 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

B statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.44

(2-Sided) 95%
-0.63 to -0.25

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]
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Statistical P-Value <0.001
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value -0.54
Confidence Interval (2-Sided) 95%
-0.73 to -0.35

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

5. Secondary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (Week 16).

The change in the value of Glycosylated Hemoglobin (the concentration of glucose bound to hemoglobin as a
[ 2] Description: percent of the absolute maximum that can be bound) collected at week 16 and Glycosylated Hemoglobin
collected at baseline.

Time Frame: Baseline and Week 16.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 131 128
Analyzed
Least Squares Mean
(Standard Error) 4 45 ogs) -0.59 (0.058) -0.65 (0.059)

Units: percentage of
Glycosylated Hemoglobin

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD

Analysis o
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.
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Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -0.47
Confidence Interval (2-Sided) 95%
-0.68 to -0.27

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.54
Confidence Interval (2-Sided) 95%
-0.74 to -0.33

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

6. Secondary Outcome

Title: Change From Baseline in Glycosylated Hemoglobin (Week 20).
The change in the value of Glycosylated Hemoglobin (the concentration of glucose bound to hemoglobin as a
2] Description: percent of the absolute maximum that can be bound) collected at week 20 and Glycosylated Hemoglobin
collected at baseline.
Time Frame: Baseline and Week 20.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'AIOQIiptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 131 128
Analyzed
Least Squares Mean
(Standard Error) 4 45 090) -0.58 (0.062) -0.61 (0.062)

Units: percentage of
Glycosylated Hemoglobin
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H statistical Analysis 1 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

H statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

7. Secondary Outcome

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.45

(2-Sided) 95%
-0.67 to -0.24

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.48

(2-Sided) 95%
-0.70 to -0.27

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Title: Change From Baseline in Fasting Plasma Glucose (Week 1).

B The change between the value of fasting plasma glucose collected at final visit or week 1 and fasting plasma

= Description: g),cose collected at baseline.
Time Frame: Baseline and Week 1.
Safety Issue? No
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B outcome Measure Data B

B Analysis Population Description

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

(2] ipti inti
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 60 120 121
Analyzed
Least Squares Mean
(Standard Error) 4.6 (3.45) -8.6 (2.41) -14.0 (2.41)
Units: mg/dL

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.002
Test of - .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -13.2
Confidence Interval (2-Sided) 95%
-21.5 to -5.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority No

or Equivalence Analysis?

Comments [Not specified]
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Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -18.7
Confidence Interval (2-Sided) 95%
-27.0 to -10.4

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

8. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 2).
The change between the value of fasting plasma glucose collected at week 2 and fasting plasma glucose
collected at baseline.
Time Frame: Baseline and Week 2.
Safety Issue? No

E pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description'NOg"ptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 62 129 126
Analyzed
Least Squares Mean
(Standard Error) 3.8 (3.47) -14.6 (2.38) -17.6 (2.42)
Units: mg/dL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Vvalue <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
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Estimation .
Estimated Value -18.4
Confidence Interval (2-Sided) 95%
-26.7 to -10.1

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority

or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value <0.001
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -21.4
Confidence Interval (2-Sided) 95%
-29.7 to -13.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

9. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 4).
The change between the value of fasting plasma glucose collected at week 4 and fasting plasma glucose
collected at baseline.

Time Frame: Baseline and Week 4.
Safety Issue? No

E  pescription:

B outcome Measure Data E

2] Analysis Population Description

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description'Alog"pti” placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 131 129
Analyzed
Least Squares Mean
(Standard Error) 2.8 (3.63) -15.6 (2.51) -21.6 (2.54)
Units: mg/dL

B statistical Analysis 1 H
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Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -18.4
Confidence Interval (2-Sided) 95%
-27.1 to -9.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation )
Estimated Value -24.4
Confidence Interval (2-Sided) 95%
-33.2 to -15.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

10. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 8).
B ... The change between the value of fasting plasma glucose collected at week 8 and fasting plasma glucose
= Description: ¢oected at baseline.

Time Frame: Baseline and Week 8.
Safety Issue? No

B outcome Measure Data B
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Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] ipti inti
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 131 129
Analyzed
Least Squares Mean
(Standard Error) 2.5 (4.20) -14.3 (2.91) -19.8 (2.94)
Units: mg/dL

H statistical Analysis 1

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of - .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -16.7
Confidence Interval (2-Sided) 95%
-26.8 to -6.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority No

or Equivalence Analysis?

Comments [Not specified]
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Statistical P-Value <0.001
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -22.3
Confidence Interval (2-Sided) 95%
-32.4 to -12.2

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

11. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 12).
The change between the value of fasting plasma glucose collected at week 12 and fasting plasma glucose
collected at baseline.
Time Frame: Baseline and Week 12.
Safety Issue? No

E pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description'Alogliptin placebo-matching Alogliptin 12.5 mg, tablets, Aloglioti
: . . gliptin 25 mg, tablets, orally,
tablets, orally, once daily for up orally, once daily for up to 26 once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 132 129
Analyzed
Least Squares Mean
(Standard Error) 1.2 (4.29) -15.3 (2.97) -20.0 (3.01)
Units: mg/dL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority

or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value 0.002
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation
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Estimated Value -16.5
Confidence Interval (2-Sided) 95%
-26.8 to -6.2

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis L
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of . .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -21.2
Confidence Interval (2-Sided) 95%
-31.6 to -10.8

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

12. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 16).

The change between the value of fasting plasma glucose collected at week 16 and fasting plasma glucose
collected at baseline.

Time Frame: Baseline and Week 16.
Safety Issue? No

B pescription:

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
B Arm/Group Description-AIOglipti” placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 132 129
Analyzed
Least Squares Mean
(Standard Error) 5.2 (4.64) -14.6 (3.21) -18.2 (3.25)
Units: mg/dL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
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Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of o .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -19.8
Confidence Interval (2-Sided) 95%
-30.9 to -8.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of - .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -23.4
Confidence Interval (2-Sided) 95%
-34.6 to -12.2

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

13. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 20).
7] Description: The change between the value of fasting plasma glucose collected at week 20 and fasting plasma glucose
- collected at baseline.
Time Frame: Baseline and Week 20.
Safety Issue? No

B outcome Measure Data B
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Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 132 129
Analyzed
Least Squares Mean
(Standard Error) 7.0 (4.73) -12.3 (3.27) -17.3 (3.31)
Units: mg/dL

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of . .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -19.3
Confidence Interval (2-Sided) 95%
-30.6 to -8.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
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Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -24.3
Confidence Interval (2-Sided) 95%
-35.7 to -12.9

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

14. Secondary Outcome

Title: Change From Baseline in Fasting Plasma Glucose (Week 26).
The change between the value of fasting plasma glucose collected at week 26 or final visit and fasting plasma
glucose collected at baseline.
Time Frame: Baseline and Week 26.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 132 131
Analyzed
Least Squares Mean
(Standard Error) 11.3 (5.24) -10.3 (3.62) -16.4 (3.67)
Units: mg/dL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis o
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -21.6

file:///C|/Users/natroot/Desktop/EUdraCT%20Results%20PDFs/SYR-322-PLC-010-EUDRACT-RPPV-2015-08-31.html[8/31/2015 12:04:29 PM]


javascript:expandCollapseByKey(false,'-outcomeDescriptionRow-14')
javascript:expandCollapseByKey(true,'-outcome-data-14')
javascript:expandCollapseByKey(false,'-analysis-Pop-14')
javascript:expandCollapseByKey(false,'-outcome-armGroupDescriptionRow-14')

ClinicalTrials.gov PRS: Results Preview (NCT00286455)

Confidence Interval (2-Sided) 95%
-34.1 to -9.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of - .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -27.8
Confidence Interval (2-Sided) 95%
-40.4 to -15.1

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

15. Secondary Outcome

Title: Number of Participants With Marked Hyperglycemia (Fasting Plasma Glucose > 200 mg Per dL).
The number of participants with a fasting plasma glucose value greater than or equal to 200 mg per dL at any
measurement time point during the 26 week study.
Time Frame: 26 Weeks.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set)and had at least 1 post-baseline FPG
measurement.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description:AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.

Number of Participants 64 133 130

Analyzed
Measure Type: Number 30 a4 33

Units: participants

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD

Analysis -

Overview Comments [Not specified]

Non-Inferiority
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or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value 0.165
Test of .
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of EStimation Parameter  q4s Ratio (OR)
Estimation .
Estimated Value 0.569

Confidence Interval (2-Sided) 95%
0.257 to 1.262

Estimation Comments  oqqd's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.008
Test of i
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of EStimation Parameter  q4s Ratio (OR)
Estimation .
Estimated Value 0.320

Confidence Interval (2-Sided) 95%
0.138 to 0.739

Estimation Comments  oqqd's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

16. Secondary Outcome

Title: Number of Participants Requiring Rescue.

] Description: \'l’vkéikn;ltmu(tj);r of participants requiring rescue for failing to achieve pre-specified glycemic targets during the 26

Time Frame: 26 Weeks.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[7] Arm/Group Description:AlOgliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.
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to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number 19 13 10

Units: participants

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of -
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of Estimation Parameter  q4s Ratio (OR)
Estimation .
Estimated Value 0.194

Confidence Interval (2-Sided) 95%
0.073 to 0.516

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .

Overview Comments [Not specified]

Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]

Statistical P-Value <0.001

Test of -
Hypothesis Comments [Not specified]

Method Regression, Logistic
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Comments

Method of Estimation Parameter

Estimation .
Estimated Value

Confidence Interval

Logistic regression model includes effects for treatment,
geographic region, diabetes duration and baseline HbAlc.

Odds Ratio (OR)
0.145
(2-Sided) 95%

0.052 to 0.405

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR

<1.0 indicates lower incidence compared to placebo.

17. Secondary Outcome
Title: Change From Baseline in Fasting Proinsulin (Week 4).

The change between the value of fasting proinsulin collected at week 4 and fasting proinsulin collected at

2] Description: paseline.

Time Frame: Baseline and Week 4.
Safety Issue? No

B outcome Measure Data

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] intinn- Alogliptin placebo-matching Alogliptin 12.5 mg, tablets, .
Arm/Group Description: tablets, orally, once daily for up orally, once daily for up to 26 QL%%“EEH 2;::)rmug, :gbzlgt?’(/eoersslly,
to 26 weeks. weeks. y P '
Number of Participants 57 118 117
Analyzed
Least Squares Mean
(Standard Error) 2.9 (3.29) -4.7 (2.22) -10.4 (2.24)

Units: pmol/L

H statistical Analysis 1 H
Statistical Comparison Groups
Analysis
Overview Comments
Non-Inferiority
or Equivalence Analysis?
Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments
Method of  Estimation Parameter
Estimation

Estimated Value

Confidence Interval

Estimation Comments
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Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]

0.056
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-7.6

(2-Sided) 95%
-15.3t0 0.2

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
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B statistical Analysis 2 H
Statistical Comparison Groups
Analysis
Overview Comments
Non-Inferiority
or Equivalence Analysis?
Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments
Method of Estimation Parameter
Estimation

Estimated Value

Confidence Interval

Estimation Comments

18. Secondary Outcome

Title:
[ 2]

Description: paseline.

Time Frame: Baseline and Week 8.
Safety Issue? No

Outcome Measure Data

Randomized participants who received at least one
baseline and at the visit. Missing data are imputed
timepoints due to unavailable prior values to carry

Arm/Group Title Placebo QD

alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-13.3

(2-Sided) 95%
-21.1t0 -5.5

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Change From Baseline in Fasting Proinsulin (Week 8).
The change between the value of fasting proinsulin collected at week 8 and fasting proinsulin collected at

dose of study drug (Full Analysis Set), and who had measurements at
using last observation carried forward (LOCF). Smaller "n" at earlier
forward

Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B intion - Alogliptin placebo-matching Alogliptin 12.5 mg, tablets, -
Arm/Group Description: tablets, orally, once daily for up orally, once daily for up to 26 ’(I;\L()C%I'ggﬂyz%rrn ugp’ :gbzlztmeoersslly,
to 26 weeks. weeks. '
Number of Participants 61 128 124
Analyzed
Least Squares Mean
(Standard Error) -3.9 (3.60) -3.1 (2.46) -1.4 (2.51)

Units: pmol/L

B statistical Analysis 1 H
Statistical Comparison Groups
Analysis

Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments

file:///C|/Users/natroot/Desktop/EUdraCT%20Results%20PDFs/SYR-322-PLC-010-

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]
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Statistical P-Value 0.850
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value 0.8
Confidence Interval (2-Sided) 95%
-7.81t0 9.4

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis i
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.571
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 2.5
Confidence Interval (2-Sided) 95%
-6.2 to 11.2

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

19. Secondary Outcome

Title: Change From Baseline in Fasting Proinsulin (Week 12).
B - The change between the value of fasting proinsulin collected at week 12 and fasting proinsulin collected at
& Description: pisaline.
Time Frame: Baseline and Week 12.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[7] Arm/Group Description:AlOglipti” placebo-matching Alogliptin 12.5 mg, tablets,
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Alogliptin 25 mg, tablets, orally,

tablets, orally, once daily for up orally, once daily for up to 26 once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 61 129 124
Analyzed
Least Squares Mean
(Standard Error) -2.8 (3.10) -3.2 (2.11) -8.5 (2.16)

Units: pmol/L

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.917
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.4
Confidence Interval (2-Sided) 95%
-7.8t0 7.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.133
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Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -5.7
Confidence Interval (2-Sided) 95%
-13.2 to 1.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

20. Secondary Outcome

Title: Change From Baseline in Fasting Proinsulin (Week 16).
B — The change between the value of fasting proinsulin collected at week 16 and fasting proinsulin collected at
&l Description: paseline.

Time Frame: Baseline and Week 16.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 61 129 124
Analyzed
Least Squares Mean
(Standard Error) -0.6 (3.42) -4.5 (2.33) -6.6 (2.38)

Units: pmol/L

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.348
Test of L .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -3.9
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Confidence Interval (2-Sided) 95%
-12.1to 4.3

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.152
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation

Estimated Value -6.0
Confidence Interval (2-Sided) 95%
-14.3to0 2.2

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

21. Secondary Outcome

Title: Change From Baseline in Fasting Proinsulin (Week 20).

The change between the value of fasting proinsulin collected at week 20 and fasting proinsulin collected at
baseline.

Time Frame: Baseline and Week 20.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 61 129 124
Analyzed
Least Squares Mean
(Standard Error) -0.8 (2.75) -6.0 (1.87) -6.3 (1.91)

Units: pmol/L

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis B
Overview Comments [Not specified]
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Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.120
Test of R .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -5.2
Confidence Interval (2-Sided) 95%
-11.7to 1.4

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.104
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value -5.5
Confidence Interval (2-Sided) 95%
-121to 1.1

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

22. Secondary Outcome

Title: Change From Baseline in Fasting Proinsulin (Week 26).
] .. The change between the value of fasting proinsulin collected at week 26 or final visit and fasting proinsulin
= Description: ¢ojected at baseline.
Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 61 129 124
Analyzed
Least Squares Mean
(Standard Error) -2.1 (2.87) -6.1 (1.96) -7.4 (2.00)
Units: pmol/L

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.247
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value -4.0
Confidence Interval (2-Sided) 95%
-10.9 to 2.8

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.129
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Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -5.4
Confidence Interval (2-Sided) 95%
-12.3to 1.6

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

23. Secondary Outcome

Title: Change From Baseline in Insulin (Week 4).
(2] Description: The change between the value of insulin collected at week 4 and insulin collected at baseline.

Time Frame: Baseline and Week 4.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 55 118 117
Analyzed
Least Squares Mean
(Standard Error) 0.87 (1.430) 0.14 (0.965) -1.27 (0.973)

Units: mIU/mL

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.671
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of ~ Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.73
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Confidence Interval (2-Sided) 95%
-4.14 to 2.67

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H| statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.218
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -2.15
Confidence Interval (2-Sided) 95%
-5.57 to 1.27

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

24. Secondary Outcome

Title: Change From Baseline in Insulin (Week 8).
(2] Description: The change between the value of insulin collected at week 8 and insulin collected at baseline.
Time Frame: Baseline and Week 8.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[7] Arm/Group Description:AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 128 124
Analyzed
Least Squares Mean
(Standard Error) -0.35 (1.520) 1.18 (1.023) 0.94 (1.042)

Units: mIU/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD

Analysis
4 Comments [Not specified]
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Overview
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.403
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value 1.54
Confidence Interval (2-Sided) 95%
-2.07 to 5.14

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.487
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value 1.29
Confidence Interval (2-Sided) 95%
-2.35 t0 4.93

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

25. Secondary Outcome

Title: Change From Baseline in Insulin (Week 12).
[ 2] Description: The change between the value of insulin collected at week 12 and insulin collected at baseline.

Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B arm/c Description: ipti
rm/rop Description tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) -1.66 (1.467) 0.94 (0.984) -1.60 (1.006)

Units: mlIU/mL

H  statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.143
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 2.60
Confidence Interval (2-Sided) 95%
-0.88 to 6.08

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis i
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.974

Test of
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Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.06

Confidence Interval (2-Sided) 95%
-3.46 to 3.57

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

26. Secondary Outcome

Title: Change From Baseline in Insulin (Week 16).
B Description: The change between the value of insulin collected at week 16 and insulin collected at baseline.

Time Frame: Baseline and Week 16.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) -0.41 (1.577) 0.55 (1.058) -1.46 (1.082)

Units: mlU/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority

or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value 0.612
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)
Estimation .
Estimated Value 0.97

Confidence Interval (2-Sided) 95%
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-2.78 t0 4.71

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.587
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -1.04
Confidence Interval (2-Sided) 95%
-4.82 to 2.74

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

27. Secondary Outcome

Title: Change From Baseline in Insulin (Week 20).
(2] Description: The change between the value of insulin collected at week 20 and insulin collected at baseline.
Time Frame: Baseline and Week 20.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'AIOg"ptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) -1.32 (1.264) -0.32 (0.847) -1.12 (0.867)

Units: mlIU/mL

H statistical Analysis 1

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority No
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or Equivalence Analysis?

Comments [Not specified]
Statistical P-Value 0.514
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 1.00
Confidence Interval (2-Sided) 95%
-2.00 to 3.99

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.899
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation

Estimated Value 0.20
Confidence Interval (2-Sided) 95%
-2.83 to 3.22

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

28. Secondary Outcome

Title: Change From Baseline in Insulin (Week 26).
2] Description: The change between the value of insulin collected at week 26 and insulin collected at baseline.
Time Frame: Baseline and Week 26.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B arm/c Description: ipti
rm/rop Description tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) -1.17 (1.404) -0.92 (0.942) -1.08 (0.963)

Units: mlIU/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.885
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.24
Confidence Interval (2-Sided) 95%
-3.09 to 3.58

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.958

Test of

file:///C|/Users/natroot/Desktop/EUdraCT%20Results%20PDFs/SYR-322-PLC-010-EUDRACT-RPPV-2015-08-31.html[8/31/2015 12:04:29 PM]


javascript:expandCollapseByKey(false,'-outcome-armGroupDescriptionRow-28')

ClinicalTrials.gov PRS: Results Preview (NCT00286455)

Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.09
Confidence Interval (2-Sided) 95%
-3.28 to 3.46

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

29. Secondary Outcome

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 4).
The change between the ratio value of proinsulin and insulin collected at week 4 and the ratio value of
proinsulin and insulin collected at baseline.
Time Frame: Baseline and Week 4.
Safety Issue? No

] Description:

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
B Arm/Group Description'Alog"ptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 55 118 117
Analyzed
Least Squares Mean
(Standard Error) 0.008 (0.0140) -0.043 (0.0094) -0.063 (0.0095)
Units: ratio

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.003
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.051
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Confidence Interval (2-Sided) 95%
-0.084 to -0.018

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value -0.072

Confidence Interval (2-Sided) 95%
-0.105 to -0.038

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

30. Secondary Outcome

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 8).
The change between the ratio value of proinsulin and insulin collected at week 8 and the ratio value of
proinsulin and insulin collected at baseline.
Time Frame: Baseline and Week 8.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
7] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 128 124
Analyzed
Least Squares Mean
(Standard Error) 0.014 (0.0130) -0.054 (0.0087) -0.038 (0.0089)
Units: ratio

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis
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Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

H statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

31. Secondary Outcome

[Not specified]
No

[Not specified]

<0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.069

(2-Sided) 95%
-0.099 to -0.038

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

0.001
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-0.052

(2-Sided) 95%
-0.083 to -0.021

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 12).

The change between the ratio value of proinsulin and insulin collected at week 12 and the ratio value of

= Description: yrginsulin and insulin collected at baseline.

Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
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baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) 0.025 (0.0150) -0.043 (0.0100) -0.047 (0.0103)
Units: ratio

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of . .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)
Estimation .
Estimated Value -0.068

Confidence Interval (2-Sided) 95%
-0.103 to -0.032

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
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Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.073

Confidence Interval (2-Sided) 95%
-0.109 to -0.037

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

32. Secondary Outcome

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 16).
H p .. The change between the ratio value of proinsulin and insulin collected at week 16 and the ratio value of
escription: proinsulin and insulin collected at baseline.
Time Frame: Baseline and Week 16.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) 0.001 (0.0162) -0.044 (0.0109) -0.039 (0.0111)
Units: ratio

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.021
Test of o .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.045
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Confidence Interval (2-Sided) 95%
-0.084 to -0.007

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.043
Test of L .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value -0.040

Confidence Interval (2-Sided) 95%
-0.079 to -0.001

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

33. Secondary Outcome

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 20).
The change between the ratio value of proinsulin and insulin collected at week 20 and the ratio value of
proinsulin and insulin collected at baseline.
Time Frame: Baseline and Week 20.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) 0.119 (0.0393) -0.043 (0.0263) -0.040 (0.0270)
Units: ratio

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
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Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.162

Confidence Interval (2-Sided) 95%
-0.255 to -0.069

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation .
Estimated Value -0.159

Confidence Interval (2-Sided) 95%
-0.254 to -0.065

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

34. Secondary Outcome

Title: Change From Baseline in Proinsulin/Insulin Ratio (Week 26).
8 p ... The change.bet\/\./een th_e rat.io value of proinsulip and insulin collected at week 26 or final visit and the ratio
= Description: y5ye of proinsulin and insulin collected at baseline.
Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 129 124
Analyzed
Least Squares Mean
(Standard Error) 0.046 (0.0219) -0.040 (0.0147) -0.038 (0.0150)
Units: ratio

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation .
Estimated Value -0.086

Confidence Interval (2-Sided) 95%
-0.138 to -0.034

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.002
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Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.084

Confidence Interval (2-Sided) 95%
-0.137 to -0.032

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

35. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 4).
(2] Description: The change between the value of C-peptide collected at week 4 and C-peptide collected at baseline.

Time Frame: Baseline and Week 4.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 59 119 120
Analyzed
Least Squares Mean
(Standard Error) 0.242 (0.1467) 0.026 (0.1024) 0.088 (0.1023)
Units: ng/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.230
Test of . .
Hypothesis Comments No muiltiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter \jean Difference (Final Values)

Estimation .
Estimated Value -0.216
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Confidence Interval (2-Sided) 95%
-0.568 to 0.137

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.393
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value -0.154

Confidence Interval (2-Sided) 95%
-0.508 to 0.200

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

36. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 8).
B Description: The change between the value of C-peptide collected at week 8 and C-peptide collected at baseline.

Time Frame: Baseline and Week 8.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 129 127
Analyzed
Least Squares Mean
(Standard Error) -0.014 (0.1801) 0.070 (0.1249) 0.269 (0.1263)
Units: ng/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
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Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.703
Test of . .
Hypothesis Comments No muiltiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.084

Confidence Interval (2-Sided) 95%
-0.348 to 0.515

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis o
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.203
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.282

Confidence Interval (2-Sided) 95%
-0.153 to 0.717

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

37. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 12).
B Description: The change between the value of C-peptide collected at week 12 and C-peptide collected at baseline.

Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B Arm/Group Description: ipti
rm/roup Description tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 130 127
Analyzed
Least Squares Mean
(Standard Error) -0.104 (0.1673) 0.064 (0.1156) -0.091 (0.1173)
Units: ng/mL

B statistical Analysis 1 [H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.408
Test of L .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value 0.169

Confidence Interval (2-Sided) 95%
-0.232 to 0.569

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 [H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.949

Test of
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Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.013

Confidence Interval (2-Sided) 95%
-0.391 to 0.417

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

38. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 16).
B Description: The change between the value of C-peptide collected at week 16 and C-peptide collected at baseline.

Time Frame: Baseline and Week 16.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

(] Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 130 127
Analyzed
Least Squares Mean
(Standard Error) -0.030 (0.1712) -0.060 (0.1183) -0.127 (0.1200)
Units: ng/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.886
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value -0.030

Confidence Interval (2-Sided) 95%
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-0.440 to 0.380

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.645
Test of - .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.097

Confidence Interval (2-Sided) 95%
-0.510 to 0.317

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

39. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 20).
(2] Description: The change between the value of C-peptide collected at week 20 and C-peptide collected at baseline.
Time Frame: Baseline and Week 20.

Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'AIOg"ptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 130 127
Analyzed
Least Squares Mean
(Standard Error) -0.194 (0.1288) -0.264 (0.0890) -0.231 (0.0903)
Units: ng/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority No
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or Equivalence Analysis?

Comments [Not specified]
Statistical P-Value 0.656
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.070

Confidence Interval (2-Sided) 95%
-0.378 to 0.239

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.819
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation .
Estimated Value -0.036

Confidence Interval (2-Sided) 95%
-0.347 to 0.275

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

40. Secondary Outcome

Title: Change From Baseline in C-peptide (Week 26).
B — The change between the value of C-peptide collected at week 26 or final visit and C-peptide collected at
& Description: paseline.
Time Frame: Baseline and Week 26.

Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 130 127
Analyzed
Least Squares Mean
(Standard Error) -0.282 (0.1387) -0.360 (0.0958) -0.279 (0.0973)
Units: ng/mL

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.642
Test of . .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation .
Estimated Value -0.079

Confidence Interval (2-Sided) 95%
-0.411 to 0.253

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.986
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Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value 0.003

Confidence Interval (2-Sided) 95%
-0.332 to 0.338

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

41. Secondary Outcome

Title: Number of Participants With Glycosylated Hemoglobin < 6.5%.
The number of participants with a value for the percentage of glycosylated hemoglobin (the percentage of
hemoglobin that is bound to glucose) less than or equal to 6.5% during the 26 week study.
Time Frame: Baseline and Week 26.
Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B Arm/Group Description:
P P tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number 7 23 27

Units: participants

H statistical Analysis 1

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis o
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.305
Test of o
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of  Estimation Parameter  o4qds Ratio (OR)

Estimation .
Estimated Value 1.686

Confidence Interval (2-Sided) 95%
0.622 to 4.571

file:///C|/Users/natroot/Desktop/EUdraCT%20Results%20PDFs/SYR-322-PLC-010-EUDRACT-RPPV-2015-08-31.html[8/31/2015 12:04:29 PM]


javascript:expandCollapseByKey(false,'-outcomeDescriptionRow-41')
javascript:expandCollapseByKey(true,'-outcome-data-41')
javascript:expandCollapseByKey(false,'-analysis-Pop-41')
javascript:expandCollapseByKey(false,'-outcome-armGroupDescriptionRow-41')

ClinicalTrials.gov PRS: Results Preview (NCT00286455)

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.091
Test of -
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of  Estimation Parameter  oq4qds Ratio (OR)

Estimation .
Estimated Value 2.349

Confidence Interval (2-Sided) 95%
0.873 to 6.321

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

42. Secondary Outcome

Title: Number of Participants With Glycosylated Hemoglobin < 7.0%.
B ... The number of participants with a value for the percentage of glycosylated hemoglobin (the percentage of
= Description: hemoglobin that is bound to glucose) less than or equal to 7.0% during the 26 week study.

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

H Arm/Group Description'Alog"pti” placebo-matching Alogliptin 12.5 mg, tablets, Aloglioti
: . . gliptin 25 mg, tablets, orally,
tablets, orally, once daily for up orally, once daily for up to 26 once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number 15 63 58

Units: participants

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD

Analysis .
Overview Comments [Not specified]
Non-Inferiority
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of
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Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of  Estimation Parameter  oq4qds Ratio (OR)
Estimation .
Estimated Value 3.704

Confidence Interval (2-Sided) 95%
1.694 to 8.100

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.003
Test of .
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of  Estimation Parameter  oq4qds Ratio (OR)
Estimation .
Estimated Value 3.305

Confidence Interval (2-Sided) 95%
1.505 to 7.255

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

43. Secondary Outcome

Title: Number of Participants With Glycosylated Hemoglobin < 7.5%.
B ... The number of participants with a value for the percentage of glycosylated hemoglobin (the percentage of
= Description: hemoglobin that is bound to glucose) less than or equal to 7.5% during the 26 week study.

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B arm/c Description:
rm/roup bescription tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number o5 81 88

Units: participants
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H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis o
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.006
Test of .
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of EStimation Parameter  q4ds Ratio (OR)

Estimation .
Estimated Value 2.905

Confidence Interval (2-Sided) 95%
1.359 to 6.210

Estimation Comments  oqqd's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value <0.001
Test of -
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of Estimation Parameter  oqqds Ratio (OR)

Estimation .
Estimated Value 4.552

Confidence Interval (2-Sided) 95%
2.068 to 10.017

Estimation Comments  oqqg's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

44. Secondary Outcome

Title: Number of Participants With Glycosylated Hemoglobin Decrease From Baseline > 0.5%.
B ... The number of participants with a decrease from baseline in the percentage of glycosylated hemoglobin (the
= Description: percentage of hemoglobin that is bound to glucose) greater than or equal to 0.5% during the 26 week study.

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data B
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Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD
Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

2] iption:
Arm/Group Descnptlon'tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg QD

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number
Units: participants 19 67 2
B statistical Analysis 1 H
Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.004
Test of o
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of Estimation Parameter  q4s Ratio (OR)
Estimation .
Estimated Value 2.663

Confidence Interval (2-Sided) 95%
1.367 to 5.188

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .

Overview Comments [Not specified]

Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]

Statistical P-Value <0.001

Test of -
Hypothesis Comments [Not specified]

Method Regression, Logistic
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Comments

Method of Estimation Parameter

Estimation .
Estimated Value

Confidence Interval

Estimation Comments

45. Secondary Outcome

Title:

B pescription:

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data B

Logistic regression model includes effects for treatment,
geographic region, diabetes duration and baseline HbAlc.

Odds Ratio (OR)
3.277

(2-Sided) 95%
1.671 to 6.429

Odd's Ratio (OR) compares alogliptin arm versus placebo. OR

<1.0 indicates lower incidence compared to placebo.

Number of Participants With Glycosylated Hemoglobin Decrease From Baseline > 1.0%.
The number of participants with a decrease from baseline in the percentage of glycosylated hemoglobin (the
percentage of hemoglobin that is bound to glucose) greater than or equal to 1.0% during the 26 week study.

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title

to 26 weeks.
Number of Participants 64
Analyzed
Measure Type: Number 7
Units: participants

H statistical Analysis 1 H

Statistical Comparison Groups
Analysis
Overview Comments
Non-Inferiority
or Equivalence Analysis?
Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments
Method of  Estimation Parameter
Estimation

Estimated Value

Confidence Interval

Estimation Comments

H statistical Analysis 2 H

Statistical Comparison Groups

Placebo QD

2] i~ Alogliptin placebo-matching
Arm/Group Description tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 12.5 mg QD
Alogliptin 12.5 mg, tablets,

weeks.
133 131
38 39

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]

No

[Not specified]

0.002
[Not specified]
Regression, Logistic

Logistic regression model includes effects for treatment,
geographic region, diabetes duration and baseline HbAlc.

Odds Ratio (OR)
4.331

(2-Sided) 95%
1.714 to 10.947

Odd's Ratio (OR) compares alogliptin arm versus placebo. OR

<1.0 indicates lower incidence compared to placebo.

Placebo QD, Alogliptin 25 mg QD
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Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.001
Test of L
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.

Method of EStimation Parameter  q4s Ratio (OR)
Estimation .
Estimated Value 4.732

Confidence Interval (2-Sided) 95%
1.862 to 12.025

Estimation Comments  oqq's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

46. Secondary Outcome

Title: Number of Participants With Glycosylated Hemoglobin Decrease From Baseline > 1.5%.
The number of participants with a decrease from baseline in the percentage of glycosylated hemoglobin (the
percentage of hemoglobin that is bound to glucose) greater than or equal to 1.5% during the 26 week study.
Time Frame: Baseline and Week 26.

Safety Issue? No

B pescription:

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
(7] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 64 133 131
Analyzed
Measure Type: Number 3 11 16
Units: participants
H statistical Analysis 1 H
Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.153
Test of -
Hypothesis Comments [Not specified]
Method Regression, Logistic
Comments Logistic regression model includes effects for treatment,

geographic region, diabetes duration and baseline HbAlc.
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Method of Estimation Parameter

Estimation .
Estimated Value
Confidence Interval

Estimation Comments

H statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments
Non-Inferiority
or Equivalence Analysis?
Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments
Method of Estimation Parameter
Estimation

Estimated Value

Confidence Interval

Estimation Comments

47. Secondary Outcome

Title:

B pescription:

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data B

Odds Ratio (OR)
2.766

(2-Sided) 95%
0.685 to 11.160

Odd's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

0.029
[Not specified]
Regression, Logistic

Logistic regression model includes effects for treatment,
geographic region, diabetes duration and baseline HbAlc.

Odds Ratio (OR)
4.632

(2-Sided) 95%
1.169 to 18.354

Odd's Ratio (OR) compares alogliptin arm versus placebo. OR
<1.0 indicates lower incidence compared to placebo.

Number of Participants With Glycosylated Hemoglobin Decrease From Baseline > 2.0%.
The number of participants with a decrease from baseline in the percentage of glycosylated hemoglobin (the
percentage of hemoglobin that is bound to glucose) greater than or equal to 2.0% during the 26 week study.

Randomized participants who received at least one dose of study drug (Full Analysis Set).

Arm/Group Title

to 26 weeks.
Number of Participants 64
Analyzed

Measure Type: Number 1
Units: participants

H statistical Analysis 1 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority

Placebo QD

B Arm/c Description: Alogliptin placebo-matching
rm/roup escription tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 12.5 mg QD
Alogliptin 12.5 mg, tablets,

Alogliptin 25 mg QD

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

weeks.
133 131
3 6

Placebo QD, Alogliptin 12.5 mg QD
[Not specified]
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or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments
B statistical Analysis 2 H
Statistical Comparison Groups
Analysis
Overview Comments
Non-Inferiority
or Equivalence Analysis?
Comments
Statistical P-Value
Test of
Method
Comments

48. Secondary Outcome

Title: Change From Baseline in Body Wei

Time Frame: Baseline and Week 8.
Safety Issue? No

Outcome Measure Data

Randomized participants who received at least one
baseline and at the visit. Missing data are imputed

No

[Not specified]

0.102
No multiplicity adjustments.
Mantel Haenszel

Odd's Ratio and 95% CI not estimable using logistic regression
model. Tested using extended Mantel-Haenszel test.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

0.063

No multiplicity adjustments.

Mantel Haenszel

Odd's Ratio and 95% CI not estimable using logistic regression
model. Tested using extended Mantel-Haenszel test.

ght (Week 8).

Description: The change between Body Weight measured at week 8 and Body Weight measured at baseline.

dose of study drug (Full Analysis Set), and who had measurements at
using last observation carried forward (LOCF). Smaller "n" at earlier

timepoint due to unavailable prior values to carry forward

Arm/Group Title Placebo QD

Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] i~ - Alogliptin placebo-matching Alogliptin 12.5 mg, tablets, .
Arm/Group Description: tablets, orally, once daily for up orally, once daily for up to 26 ';\LOC%“ggir; zfsormug’ ttgbzltgti(/eoergly,
to 26 weeks. weeks. y P '
Number of Participants 61 126 123
Analyzed
Least Squares Mean
(Standard Error) -0.36 (0.232) 0.01 (0.160) -0.03 (0.162)
Units: kg
[ 7] H

Statistical Analysis 1

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
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Statistical P-Value 0.186
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value 0.37
Confidence Interval (2-Sided) 95%
-0.18 to 0.93

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority

or Equivalence Analysis? No
Comments [Not specified]
Statistical P-Value 0.237
Test of s .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value 0.34
Confidence Interval (2-Sided) 95%
-0.22 to 0.89

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

49. Secondary Outcome

Title: Change From Baseline in Body Weight (Week 12).
2] Description: The change between Body Weight measured at week 12 and Body Weight measured at baseline.

Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data H

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26
to 26 weeks. weeks.

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.
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Number of Participants 63 126 125
Analyzed
Least Squares Mean
(Standard Error) -0.25 (0.257) -0.37 (0.180) 0.05 (0.181)
Units: kg

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.702
Test of L .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.12
Confidence Interval (2-Sided) 95%
-0.74 to 0.50

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.338

Test of
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Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.30

Confidence Interval (2-Sided) 95%
-0.32 to 0.93

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

50. Secondary Outcome

Title: Change From Baseline in Body Weight (Week 20).
B Description: The change between Body Weight measured at week 20 and Body Weight measured at baseline.

Time Frame: Baseline and Week 20.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 126 125
Analyzed
Least Squares Mean
(Standard Error) -0.17 (0.305) -0.18 (0.213) -0.17 (0.215)
Units: kg

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.978
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value -0.01

Confidence Interval (2-Sided) 95%
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-0.74 t0 0.72

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.991
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.00
Confidence Interval (2-Sided) 95%
-0.73t0 0.74

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

51. Secondary Outcome

Title: Change From Baseline in Body Weight (Week 26).
(2] Description: The change between Body Weight measured at week 26 or final visit and Body Weight measured at baseline.
Time Frame: Baseline and Week 26.

Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description'AIOg"ptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 63 126 125
Analyzed
Least Squares Mean
(Standard Error) 0.18 (0.368) -0.09 (0.258) -0.22 (0.259)
Units: kg

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]

Non-Inferiority No
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or Equivalence Analysis?

Comments [Not specified]
Statistical P-Value 0.539
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value -0.28
Confidence Interval (2-Sided) 95%
-1.16 to 0.61

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.379
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)
Estimation

Estimated Value -0.40
Confidence Interval (2-Sided) 95%
-1.29 to 0.49

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

52. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 4).
2] Description: The change between the value of glucagon collected at week 4 and glucagon collected at baseline.
Time Frame: Baseline and Week 4.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF). Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B Arm/c Description: ipti
rm/roup bescription tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 45 101 91
Analyzed
Mean (Standard
Deviation) 2.1 (2.51) 3.6 (1.65) 1.8 (1.75)
Units: pg/mL

B statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis

Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.616
Test of L .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \ean Difference (Final Values)

Estimation .
Estimated Value 1.5
Confidence Interval (2-Sided) 95%
441075

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.930
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Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value -0.3
Confidence Interval (2-Sided) 95%
-6.4 to 5.8

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

53. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 8).
(2] Description: The change between the value of glucagon collected at week 8 and glucagon collected at baseline.

Time Frame: Baseline and Week 8.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).) Smaller "n" at earlier
timepoints due to unavailable prior values to carry forward.

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
[2] Arm/Group Description‘AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,
tablets, orally, once daily for up orally, once daily for up to 26

Alogliptin 25 mg, tablets, orally,
once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 50 109 100
Analyzed
Mean (Standard
Deviation) -1.2 (2.38) -0.9 (1.59) -0.2 (1.66)
Units: pg/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.915
Test of . .
Hypothesis Comments No muiltiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.3
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Confidence Interval (2-Sided) 95%
-5.3 10 6.0

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.745
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 1.0
Confidence Interval (2-Sided) 95%
-4.8 to 6.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

54. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 12).
B Description: The change between the value of glucagon collected at week 12 and glucagon collected at baseline.

Time Frame: Baseline and Week 12.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

B Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 50 111 101
Analyzed
Mean (Standard
Deviation) -1.2 (2.30) 0.8 (1.52) 2.8 (1.60)
Units: pg/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
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Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.466
Test of o .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 2.0
Confidence Interval (2-Sided) 95%
-34t0 7.5

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.154
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \iean Difference (Final Values)

Estimation .
Estimated Value 4.0
Confidence Interval (2-Sided) 95%
-1.51t0 9.6

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

55. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 16).
2] Description: The change between the value of glucagon collected at week 16 and glucagon collected at baseline.
Time Frame: Baseline and Week 16.

Safety Issue? No

B outcome Measure Data Bl

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).
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Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD
. Alogliptin placebo-matching Alogliptin 12.5 mg, tablets,

B Arm/Group Description: ipti
rm/roup Description tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 50 111 101
Analyzed
Mean (Standard
Deviation) 2.4 (2.53) 3.3 (1.67) 3.4 (1.76)
Units: pg/mL

B statistical Analysis 1 [H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.774
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.9
Confidence Interval (2-Sided) 95%
-5.1t0 6.9

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

B statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.761

Test of
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Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 0.9

Confidence Interval (2-Sided) 95%
-52t07.1

Estimation Comments  Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

56. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 20).
B Description: The change between the value of glucagon collected at week 20 and glucagon collected at baseline.

Time Frame: Baseline and Week 20.
Safety Issue? No

B outcome Measure Data B

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[2] Arm/Group Description:AIc’g"ptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 50 111 101
Analyzed
Mean (Standard
Deviation) 1.6 (2.50) 3.3 (1.65) 3.5 (1.74)
Units: pg/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis .
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.559
Test of N .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)
Estimation .
Estimated Value 1.8

Confidence Interval (2-Sided) 95%
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-4.2t0 7.7

Estimation Comments  Nggative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

H statistical Analysis 2 H

Statistical Comparison Groups Placebo QD, Alogliptin 25 mg QD
Analysis -
Overview Comments [Not specified]
Non-Inferiority No
or Equivalence Analysis?
Comments [Not specified]
Statistical P-Value 0.523
Test of S .
Hypothesis Comments No multiplicity adjustments.
Method ANCOVA
Comments Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Method of  Estimation Parameter  \jean Difference (Final Values)

Estimation .
Estimated Value 2.0
Confidence Interval (2-Sided) 95%
-4.1to 8.0

Estimation Comments  negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

57. Secondary Outcome

Title: Change From Baseline in Glucagon (Week 26).

a8 - The change between the value of glucagon collected at week 26 or final visit and glucagon collected at
= Description: paseline.

Time Frame: Baseline and Week 26.
Safety Issue? No

B outcome Measure Data

Randomized participants who received at least one dose of study drug (Full Analysis Set), and who had measurements at
baseline and at the visit. Missing data are imputed using last observation carried forward (LOCF).

Arm/Group Title Placebo QD Alogliptin 12.5 mg QD Alogliptin 25 mg QD

[7] Arm/Group Description:AIOgliptin placebo-matching Alogliptin 12.5 mg, tablets,

tablets, orally, once daily for up orally, once daily for up to 26 Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

to 26 weeks. weeks.
Number of Participants 50 111 101
Analyzed
Mean (Standard
Deviation) 5.2 (2.66) 4.2 (1.76) 2.4 (1.85)
Units: pg/mL

H statistical Analysis 1 H

Statistical Comparison Groups Placebo QD, Alogliptin 12.5 mg QD
Analysis B
Overview Comments [Not specified]

Non-Inferiority
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or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

B statistical Analysis 2 H

Statistical Comparison Groups
Analysis
Overview Comments

Non-Inferiority
or Equivalence Analysis?

Comments
Statistical P-Value
Test of
Hypothesis Comments
Method
Comments

Method of Estimation Parameter
Estimation .
Estimated Value
Confidence Interval

Estimation Comments

B adverse Events

No

[Not specified]

0.739
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-1.1

(2-Sided) 95%
7410 5.2

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Placebo QD, Alogliptin 25 mg QD
[Not specified]

No

[Not specified]

0.388
No multiplicity adjustments.
ANCOVA

Treatment and geographic region as class variables; diabetes
duration and baseline value for the endpoint parameter as
covariates.

Mean Difference (Final Values)
-2.8

(2-Sided) 95%
9.3 10 3.6

Negative mean treatment difference indicates larger decrease
from baseline (more negative change from baseline) in the
alogliptin arm compared to the placebo arm.

Treatment-emergent adverse events are adverse events that started after the first dose of double-
Time Frame blind study drug and no more than 14 days (or 30 days for a serious event) after the last dose of

double-blind drug.

At each visit the investigator had to document any occurrence of adverse events and abnormal
Additional Description laboratory findings. Any event spontaneously reported by the participant or observed by the
investigator was recorded, irrespective of the relation to study treatment.

Source Vocabulary Name MedDRA 10.0

Assessment Type Systematic Assessment
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Arm/Group Title

B Arm/Group Description

B serious Adverse Events

Total

Cardiac disorders

Angina pectoris TA
Palpitations T4
Gastrointestinal disorders

Irritable bowel syndrome T4

General disorders
Noncardiac chest pain B
Infections and infestations
Gastroenteritis TA
Pneumonia TA

Neoplasms benign, malignant and

unspecified (incl cysts and
polyps)

Squamous cell carcinoma of skin

tA
Vascular disorders

Intermittent claudication A

Placebo QD
Alogliptin placebo-matching

tablets, orally, once daily for up

to 26 weeks.

Placebo QD
Affected / at Risk (%)
2/64 (3.12%)

0/64 (0%)
0/64 (0%)

0/64 (0%)
0/64 (0%)

0/64 (0%)
1/64 (1.56%)

1/64 (1.56%)

0/64 (0%)

Peripheral vascular disorder T4 0/64 (0%)

T Indicates events were collected by systematic assessment.
A Term from vocabulary, MedDRA 10.0
B Term from vocabulary, MedDRA (10.0)

B other (Not Including Serious) Adverse Events

Frequency Threshold for

Reporting Other Adverse Events

Total

Gastrointestinal disorders
Constipation TA
Dyspepsia TA

Mouth ulceration TA
Nausea T4

Infections and infestations
Nasopharyngitis T4
Pharyngitis T4

Sinusitis TA

Upper respiratory tract infection
tA

Urinary tract infection A

Injury, poisoning and procedural

complications

Skin laceration TA
Metabolism and nutrition
disorders
Hyperlipidaemia T4

Musculoskeletal and connective

tissue disorders
Arthralgia T4

Back pain TA

Nervous system disorders
Dizziness T4

Headache T4
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3%

Placebo QD
Affected / at Risk (%0)
32/64 (50%)

2/64 (3.12%)
4/64 (6.25%)
2/64 (3.12%)
2/64 (3.12%)

5/64 (7.81%)
1/64 (1.56%)
2/64 (3.12%)

6/64 (9.38%)
3/64 (4.69%)

2/64 (3.12%)

2/64 (3.12%)

2/64 (3.12%)
3/64 (4.69%)

3/64 (4.69%)
3/64 (4.69%)

Alogliptin 12.5 mg QD

Alogliptin 12.5 mg, tablets, orally, Alogliptin 25 mg, tablets, orally,

once daily for up to 26 weeks.

Alogliptin 12.5 mg QD
Affected / at Risk (%)
5/133 (3.76%)

0/133 (0%)
1/133 (0.75%)

1/133 (0.75%)
1/133 (0.75%)

1/133 (0.75%)
0/133 (0%)

0/133 (0%)

0/133 (0%)
1/133 (0.75%)

Alogliptin 12.5 mg QD
Affected / at Risk (%0)
48/133 (36.09%)

2/133 (1.5%)
3/133 (2.26%)
0/133 (0%)
1/133 (0.75%)

12/133 (9.02%)
5/133 (3.76%)
0/133 (0%)

5/133 (3.76%)
7/133 (5.26%)

1/133 (0.75%)

0/133 (0%)

2/133 (1.5%)
7/133 (5.26%)

4/133 (3.01%)
10/133 (7.52%)

Alogliptin 25 mg QD

once daily for up to 26 weeks.

Alogliptin 25 mg QD
Affected / at Risk (%)
1/132 (0.76%)

1/132 (0.76%)
0/132 (0%)

0/132 (0%)
0/132 (0%)

0/132 (0%)
0/132 (0%)

0/132 (0%)

1/132 (0.76%)
0/132 (0%)

Alogliptin 25 mg QD
Affected / at Risk (%0)
39/132 (29.55%)

1/132 (0.76%)
1/132 (0.76%)
0/132 (0%)

2/132 (1.52%)

10/132 (7.58%)
2/132 (1.52%)
2/132 (1.52%)

6/132 (4.55%)
5/132 (3.79%)

0/132 (0%)

1/132 (0.76%)

3/132 (2.27%)
2/132 (1.52%)

2/132 (1.52%)
9/132 (6.82%)
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Skin and subcutaneous tissue

disorders

Blister TA 2/64 (3.12%) 3/133 (2.26%) 1/132 (0.76%)
Dry skin TA 2/64 (3.12%) 2/133 (1.5%) 4/132 (3.03%)
Vascular disorders

Hypertension TA 1/64 (1.56%) 4/133 (3.01%) 5/132 (3.79%)

T Indicates events were collected by systematic assessment.
A Term from vocabulary, MedDRA (10.0)

B | imitations and Caveats

[Not Specified]

B More Information

Certain Agreements
Principal Investigators are NOT employed by the organization sponsoring the study.

There IS an agreement between the Principal Investigator and the Sponsor (or its agents) that restricts the PI's rights to
discuss or publish trial results after the trial is completed.

No publication related to study results will be published prior to publication of a multi-center report submitted for publication
within 18 months after conclusion or termination of a study at all study sites. Results publications will be submitted to sponsor
for review 60 days in advance of publication. Sponsor can require removal of confidential information unrelated to study
results. Sponsor can embargo a proposed publication for another 60 days to preserve intellectual property.

Results Point of Contact

Name/Official Title: Sr. VP, Clinical Science
Organization: Takeda Global Research and Development Center, Inc.
Phone: 800-778-2860
Email: clinicaltrialregistry@tpna.com
Close

U.S. National Library of Medicine | U.S. National Institutes of Health | U.S. Department of Health & Human Services
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