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Most Frequently Reported
.: Adverse Events

U.S. Placebo-Controlled Studies
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Takeda 2rica Research and Development Center, Inc.

Most Frequently Reported
' Adverse Events

U.S. Placebo-Controlled Studies
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Disorder
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Takeda Brica Researmch and Development Center, Inc.

Other Safety Considerations

ypoglycemia

Edema |
Hematology changes
Catdiovascular assessment
CPK

Urinary cytology
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brica Research and Development Center, Inc.

- Other Safety Considerations

» Hypoglycemia
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Takeda rica‘Resear.ch and Development Center, Inc.

Incidence of Hypoglycemia
U.S. Clinical Studies
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All events of hypoglycemia were considered mild to moderate in intensity .
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Other Safety Considerations

. Edema
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Takeda drica Research and Development Center, Inc.

Incidence of Edema

U.S. Clinical Trials
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Two patients were withdrawn from combination therapy as a result of edema. All events were considered
mild or moderate in intensity. :
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brica Research and Development Center, Inc.

|

Other Safety Considerations

'+ Hematology changes
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brica Research and Development Center, Inc.

Hemoglobin

Placebo-Controlled Monotherapy Study 001
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Takeda Brica Research and Development Center, Inc.

Hemoglobin
UtS. Placebo-Controlled Clinical Studies
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Takeda trica Research and Development Center, Inc.

Incidence of Anemia Reported as an
- Adverse Experience

U.S. Placebo-Controlled Combination Therapy Studies
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No cases of anemia were reported in the placebo-controlled monotherapy studies or the
long-term, open-label study |
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brica Research and Development Center, Inc.

 Other Safety Considerations

« Cardiovascular assessment
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Takeda brica Research and Development Center, Inc.

Cardiovascular Assessment

« Effects on serum lipid profile

- Cardiac adverse experiences

— Overall
— Most common |
— Findings of specific interest
« Cardiomegaly by CXR
- LVH by ECG
« CHF

« Echocardiographic Evaluation

A ) Endocrinologic and Metabolic Drugs Advisory Committee
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ELCLE! \rica Research and Development Center, Inc.

Effects on Serum Lipid Profile

« Serum lipid levels were not adversely
affected

. Ratios of total cholesterol to HDL and
LDL to HDL were also not adversely affected

. Effécts on lipids were consistent throughout
the clinical program

-
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2rica Research and Development Center, Inc.

U.S. Placebo-Controlled Monotherapy Studies
Study 001

Total Cholesterol HDL Cholesterol

Change from Baseline

Change from Baseline (mg/dL)

14 18 22 26 10 14

Weeks Weeks
Placebo (N=79) )1§-mg (N=79) - 30 mg (N=84) -~ 45 mg (N=77) Placebo (N=79) 15 mg (N=79) =< 30 mg (N=83) ' = 45 mg (N=77)

LDL Cholesterol Triglycerides

Change from Baseline
Change from Baseline (mg/dL)

Weeks Weeks

Placebo (N=66) 15 mg (N=64) - 30 mg (N=74) -x-45 mg (N=65) Placebo (N=79) - 15 mg(N=79) <30 mg(N=84) —45 mg (N=77)
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Takeda 2rica Research and Development Center, Inc.

U.S. Placebo-Controlled Monotherapy Studles |
Study 001"

LDL/HDL
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Takeda 2rica Research and Development Center, Inc.

U S Placebo- Controlled Monotherapy Studles 3
Study 001

Total Cholesterol/HDL
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2rica Research and Development Center, Inc.

Total Cholesterol

Change from Baseline (mg/dL)

SU+Placebo (N=180)

SU+15 mg (N=177)

—>-8U+30 mg (N=181)

LDL Cholestero!

Change from Baseline

SU+Placebo (N=151)

Slide No. 44

Weeks

SU+15 mg (N=150)

%~ SU+30 mg (N=155)

Change from Baseline

Change from Baseline (mg/dl)

U.S. Placebo-Controlled Combination Therapy Studies
| Sulfonylurea

HDL Cholesterol

Weeks

SU+Placebo (N=175) SU+15 mg (N=171)  -»- SU+30 mg (N=179)

Triglycerides

o A ——— S

8
Weeks

SU+Placebo (N=180) - SU+15 mg (N=177)  -X-SU+30 mg (N=181)
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2rica Research and Development Center, Inc.

U.S. Placebo Controlled Combination Therapy Studles
Sulfonylurea
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2rica Research and Development Center, Inc.

U.S. Placebo Controlled Combination Therapy Studles‘
Sulfonylurea

Total Cholesterol/HDL

o
c
o
(7))
©
m
£
O
S
[

-

Mean Change

8 12
Weeks

~#- SU + Placebo (N=177) SU +15mg (N=172) _ —&— SU +30mg (N=180)

Endocrinologic and Metabolic Drugs Advisory Committee
Slide No. 46 , NDA No. 21-073 ACTOS™ (pioglitazone hydrochloride)




Takeda 2rica Research and Development Center, Inc.

Cardiovascular Adverse Experiences
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Monotherapy Long-Term Combination Combination Combination
Monotherapy Therapy with  with Metformin  Therapy with

SuU . Insulin
B Placebo - ACTOS™

* Includes: All patients whose AE WHOART term coded to cardiovascular general, heart
rate and rhythm or myocardial, endocardial, pericardial and valve disorder
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LELGLE] rica Research and Development Center, Inc.

Most Common CV Adverse Experiences

1
Placebo ACTOS™
Monotherapy (N=250) (N=606)
|\ % I\ %
ECG Abnormal 1.5 1.3

4 8
Hypertension 3 1.2 7 1.2
3 3

Coronary Artery Disorder* 1.9 0.5

~—r

Combination Therapy (Pl\lli%e?i(; (AchTgcz)g)m

N % [\ %
'ECG Abnormal 8 . 45 11 2.9

Hypertension 0.5 3 0.8

1
Coronary Artery Disorder* 3) 0.9 6 0.7

*
InCIUdeS MI Endocrinologic and Metabolic Drugs Advisory Committee
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Takeda drica Research and Development Center, Inc.

CV Adverse Experiences of Specific Interest:

Combination Therapy
Monotherapy (SU, Metformin, Insulin)

1.0
0.8 05 05 0.4 05
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s- e o o “ M s

T T

Cardiomegaly* LVH Cardiac Failure Cardiomegaly LVH Cardiac Failure

mPlacebo (N=259) ACTOS™ (N=606) B Placebo (N=534) ACTOS™ (N=920)
*CXR diagnosis
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Takeda >rica Research and Development Center, Inc.

Study 001

1

Echocardiography Study Design

’Pl'acebo, ACTOS™ 7.5 mg, 15 mg, 30 mg, 45 mg QD

Study 011

Rollover

New

6w

ACTOS™ 7.5 mg, 15 mg, 30 mg, 45 mg, or 60 mg QD .

ACTOS™ 7.5 mg, 15 mg, 30 mg, 45 mg, or 60 mg QD

Weeks -8 -6
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Screen
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