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This study has been terminated. ClinicalTrials.gov Identifier:
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Sponsor:

Merck Sharp & Dohme Corp. First received: December 10, 2008

Last updated: September 18, 2015
Last verified: September 2015
History of Changes
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Merck Sharp & Dohme Corp.

Full Text View Tabular View Study Results Disclaimer [ How to Read a Study Record

P Purpose

The study will assess the efficacy and tolerability of MKO736 in patients with Type 2 Diabetes Mellitus and Hypertension who are on ongoing
therapy with Angiotensin-Converting Enzyme or Angiotensin Receptor Blocker. After a 3 to 5 week pre-randomization phase, patients will be
randomized to either MKQ0736 (3 doses), placebo, or hydrochlorothiazide (HCTZ). The study will also include a 3 week, posttreatment follow-up

period.
Condition Intervention Phase
Type 2 Diabetes Mellitus Drug: MK-0736 Phase 2
Hypertension Drug: Comparator: Placebo
Drug: Comparator: HCTZ
Study Type: Interventional

Study Design: Allocation: Randomized
Endpoint Classification: Efficacy Study
Intervention Model: Parallel Assignment
Masking: Double Blind (Subject, Investigator)
Primary Purpose: Treatment

Official Title: A Worldwide, Multicenter, Double-Blind, Randomized, Placebo-Controlled, Dose-Ranging Study to Evaluate the Efficacy &
Tolerability of MKO736 When Added to Ongoing Therapy With Angiotensin-Converting Enzyme Inhibitor (ACEI) or Angiotensin
Receptor Blocker (ARB) in Patients With T2DM and Hypertension

Resource links provided by NLM:

Further study details as provided by Merck Sharp & Dohme Corp.:
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Primary Outcome Measures:
Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12 [ Time Frame: Baseline and Week 12 ]
[ Designated as safety issue: No |

Participant remained in the sitting position for at least 5 minutes before any blood pressure readings were recorded. Systolic and diastolic blood
pressures were determined by taking 6 replicate measurements obtained 1 to 2 minutes apart. First reading was discarded and the average of
the last 5 measurement was recorded.

Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12 [ Time Frame: Baseline and Week 12 ]
[ Designated as safety issue: No |

Participant remained in the sitting position for at least 5 minutes before any blood pressure readings were recorded. Systolic and diastolic blood
pressures were determined by taking 6 replicate measurements obtained 1 to 2 minutes apart. First reading was discarded and the average
the last 5 measurement was recorded.

Secondary Outcome Measures:
Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12 [ Time Frame: Baseline and Week 12 ]
[ Designated as safety issue: No |
LDL-C calculated by the method of Friedewald equation at baseline and after 12 weeks of study drug administration

Change From Baseline in Body Weight at Week 24 [ Time Frame: Baseline and Week 24 ] [ Designated as safety issue: No ]

Fasting weight was assessed at baseline and after 24 weeks of study drug administration and was measured after voiding, with shoes and
socks off, wearing clinic gown to reduce variability and maintain consistency. Same standardized digital scale was used throughout the study.

Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24 [ Time Frame: Baseline and Week 24 ] [ Designated as safety issue: No ]

HbA1c reported as a % and was measured at baseline and after 24 weeks of study drug administration

Enroliment: 620

Study Start Date: December 2008

Study Completion Date:  June 2010

Primary Completion Date: March 2010 (Final data collection date for primary outcome measure)

TS .A..?.S..'Q.'!S?.‘.j_.
Interventions
Experimental: MK-0736 0.5 mg Drug: MK-0736
One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to MK-0736 8.0

mg, once daily for an additional 52 weeks (Phase B).

Experimental: MK-0736 2.0 mg Drug: MK-0736
One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to MK-0736 8.0

mg, once daily for 52 weeks (Phase B).

Experimental: MK-0736 8.0 mg Drug: MK-0736
One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive MK-0736 8.0

mg, once daily for 52 weeks (Phase B).

Active Comparator: HCTZ 12.5 mg — MK-0736 8.0 mg Drug: MK-0736

Drug: Comparator:

one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-0736 8.0 mg
HCTZ

for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an additional 52 weeks
(Phase B).

Drug: Comparator:
Placebo

Placebo Comparator: Placebo
One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once daily for 52
weeks (Phase B)
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B Eligibility

Ages Eligible for Study: 18 Years to 75 Years
Genders Eligible for Study: Both
Accepts Healthy Volunteers:  No
Criteria
Inclusion Criteria:
Must be 18 to 75 years of age
Type 2 Diabetes Mellitus (Glycohemoglobin [ALCHbA1c]: 7 to 10%)
Hypertension: Diastolic blood pressure (DBP; 85 to 99 mm Hg) and systolic blood pressure (SBP; 120 to 159 mm Hg)
LDL-C < 140 mg/dL
On stable treatment with an Angiotensin-Converting Enzyme Inhibitor (ACEI) or Angiotensin Receptor Blocker (ARB)
Exclusion Criteria:
History of Type | Diabetes mellitus or ketoacidosis
Patients taking 3 or more blood pressure lowering medications

Have severe chronic heart failure

History of certain diseases or conditions such as cardiac arrhythmias, heart attack, stroke, unstable angina, or decompensated vascular
disease

History of cancer within the last 5 years

Human immunodeficiency virus (HIV) Positive

Have received treatment with any investigational drugs within the past 30 days
History of alcohol or drug abuse within the past 3 years

Body Mass Index ( BMI) >= 41 kg/m2

B> Contacts and Locations

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a

study. To learn more about this study, you or your doctor may contact the study research staff using the Contacts provided below. For general
information, see Learn About Clinical Studies.

Please refer to this study by its ClinicalTrials.gov identifier: NCT00806585

Sponsors and Collaborators

Merck Sharp & Dohme Corp.

Investigators

Study Director: Medical Monitor Merck Sharp & Dohme Corp.

B More Information

Responsible Party: Merck Sharp & Dohme Corp.
ClinicalTrials.gov Identifier: NCT00806585  History of Changes

Other Study ID Numbers: 0736-007 MKO0736-007 2008_600

Study First Received: December 10, 2008

Results First Received: October 18, 2013

Last Updated: September 18, 2015

Health Authority: United States: Food and Drug Administration

Additional relevant MeSH terms:

Diabetes Mellitus Vascular Diseases

Diabetes Mellitus, Type 2 Angiotensin Receptor Antagonists

Hypertension Angiotensin-Converting Enzyme Inhibitors
Cardiovascular Diseases Enzyme Inhibitors

Endocrine System Diseases Molecular Mechanisms of Pharmacological Action
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Glucose Metabolism Disorders Pharmacologic Actions
Metabolic Diseases Protease Inhibitors

ClinicalTrials.gov processed this record on April 14, 2016

* TO TOP

For Patients and Families | For Researchers | For Study Record Managers

HOME RSS FEEDS SITE MAP TERMS AND CONDITIONS DISCLAIMER CONTACT NLM HELP DESK

Copyright | Privacy | Accessibility | Viewers and Players | Freedom of Information Act | USA.gov

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

https://clinicaltrials.gov/ct2/show/study/NCT00806585?term=NCT00806585&rank=1[4/15/2016 10:27:03 AM]


https://clinicaltrials.gov/ct2/help/for-patient
https://clinicaltrials.gov/ct2/help/for-researcher
https://clinicaltrials.gov/ct2/help/for-manager
https://clinicaltrials.gov/ct2/home
https://clinicaltrials.gov/ct2/resources/rss
https://clinicaltrials.gov/ct2/sitemap
https://clinicaltrials.gov/ct2/about-site/terms-conditions
https://clinicaltrials.gov/ct2/about-site/disclaimer#
https://support.nlm.nih.gov/ics/support/ticketnewwizard.asp?style=classic&deptID=28054&category=clinicaltrials.gov&hd_url=https%3A%2F%2Fclinicaltrials.gov%2Fct2%2Fshow%2Fstudy%2FNCT00806585%3Fterm%3DNCT00806585%26rank%3D1
https://www.nlm.nih.gov/copyright.html
https://www.nlm.nih.gov/privacy.html
https://www.nlm.nih.gov/accessibility.html
https://www.nlm.nih.gov/plugins.html
http://www.nih.gov/icd/od/foia/index.htm
http://www.usa.gov/
https://www.nlm.nih.gov/
http://www.nih.gov/
https://www.hhs.gov/

Dose-ranging Study to Evaluate the Effectiveness and Tolerability of MK0736 in Patients With Type 2 Diabetes Mellitus (T2DM) and Hypertension (0736-007) - Study Results - Clinical Trials.gov

Example: "Heart attack” AND "Los Angeles"

ClinicalTrials.gov

A service of the U.S. National Institutes of Health

Search for studies:

Search

Advanced Search = Help | Studies by Topic = Glossary
Find Studies About Clinical Studies Submit Studies Resources About This Site

Home > Find Studies > Search Results > Study Record Detall Text Size =

Trial record 1 of 1 for: NCT00806585
Previous Study | Returnto List | Next Study

Dose-ranging Study to Evaluate the Effectiveness and Tolerability of MK0736 in Patients With Type 2
Diabetes Mellitus (T2DM) and Hypertension (0736-007)

This study has been terminated. ClinicalTrials.gov Identifier:
NCT00806585

Sponsor:

Merck Sharp & Dohme Corp. First received: December 10, 2008
Last updated: September 18, 2015

Information provided by (Responsible Party): Last verified: September 2015

Merck Sharp & Dohme Corp. History of Changes
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Results

Results First Received: October 18, 2013

Study Type: Interventional

Allocation: Randomized; Endpoint Classification: Efficacy Study;
Study Design: Intervention Model: Parallel Assignment; Masking: Double Blind (Subject, Investigator);
Primary Purpose: Treatment

Type 2 Diabetes Mellitus
Hypertension

Conditions:

Drug: MK-0736
Interventions:  Drug: Comparator: Placebo
Drug: Comparator: HCTZ

B> Participant Flow
=l Hide Participant Flow

Recruitment Details
Key information relevant to the recruitment process for the overall study, such as dates of the recruitment period and locations

No text entered.

Pre-Assignment Details

Significant events and approaches for the overall study following participant enroliment, but prior to group assignment

Study terminated after participants completed a minimum of 24 weeks of the study (i.e., Phase A) due to lack of efficacy. Phase B was not
conducted.
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Reporting Groups

Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 125 mg —» MK-0736 8.0 mg = one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Participant Flow: Overall Study

MK-0736 0.5 mg MK-0736 2.0 mg MK-0736 8.0 mg HCTZ 12.5 mg — MK-0736 8.0 Placebo
mg
STARTED 137 134 141 71 137
COMPLETED 105 103 109 56 106
NOT COMPLETED 32 31 32 15 31
::)uodnysirminated by 0 0 1 2 0
Protocol Violation 3 1 2 0 0
Physician Decision 0 2 3 0 1
Lost to Follow-up 2 1 2 2 5
Lack of Efficacy 1 0 0 0 0
Adverse Event 1 5 3 4 2
Withdrawal by Subject 10 8 9 3 1
Completion status unknown 15 14 12 4 12

B> Baseline Characteristics

=| Hide Baseline Characteristics

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

No text entered.

Reporting Groups

Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).
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MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 12.5 mg — MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Total Total of all reporting groups

Baseline Measures

MK-0736 0.5 MK-0736 2.0 MK-0736 8.0 HCTZ 12.5 mg — MK-0736
Placebo Total
mg mg mg 8.0 mg

Number of
Participants 137 134 141 71 137 620
[units: participants]
Age 58.0 60.0 58.0 58.0 58.0

its: ’ ' ' 57.0 (37to 74 ' ’
[units: years] (37 to 75) (36 to 74) (20 to 74) (37 to 74) (30 to 75) (20 to 75)
Median (Full Range)
Gender
[units: Participants]

Female 48 55 63 34 50 250

Male 89 79 78 37 87 370

B Outcome Measures
=| Hide All Outcome Measures

1. Primary: Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12 [ Time Frame: Baseline and Week 12 ]

Measure Type Primary
Measure Title Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Measure Description  Participant remained in the sitting position for at least 5 minutes before any blood pressure readings were recorded.
Systolic and diastolic blood pressures were determined by taking 6 replicate measurements obtained 1 to 2 minutes
apart. First reading was discarded and the average of the last 5 measurement was recorded.

Time Frame Baseline and Week 12

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

Full Analysis Set (FAS) Population defined as all participants who received at least 1 dose of study drug and had endpoint data (both baseline
and post-randomization)

Reporting Groups

Description
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MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 12.5 mg — MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Measured Values

MK-0736 MK-0736 MK-0736 HCTZ 12.5 mg — MK- Placebo
0.5 mg 20mg 8.0 mg 0736 8.0 mg
Number of Participants Analyzed
. - 135 132 140 70 136
[units: participants]
Change From Baseline in Sitting Diastolic Blood
Pressure (SiDBP) at Week 12 58 (0.7) 57 (0.7) 67 (07) 77 (1.0) -5.6
[units: mmHg] ' ' ' ' ' ' ' ' 0.7)
Least Squares Mean (Standard Error)

Statistical Analysis 1 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups 1] MK-0736 8.0 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [3] 0.253

Difference in least squares means 4 -1.1

95% Confidence Interval -3.1t0 0.8

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 2 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups [ MK-0736 2.0 mg vs. Placebo

[2]
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Method Constrained longitudinal data analysis

P Value 3! 0.919

Difference in least squares means 4 -0.1

95% Confidence Interval -21t01.9

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 3 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups 1] MK-0736 0.5 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [¥] 0.829

Difference in least squares means [4  -0.2

95% Confidence Interval -2.2t0 1.8

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 4 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups [ HCTZ 12.5 mg — MK-0736 8.0 mg vs. Placebo
Method [2] Constrained longitudinal data analysis
P Value [3] 0.074

Difference in least squares means 4 -2.1
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95% Confidence Interval -4.5t00.2

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 5 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups [ MK-0736 8.0 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [2] Constrained longitudinal data analysis
P Value [3] 0.393

Difference in least squares means M 1.0

95% Confidence Interval -1.3t03.3

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 6 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups [1] MK-0736 2.0 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [4 Constrained longitudinal data analysis
P value [3] 0.088

Difference in least squares means [4l 2.0

95% Confidence Interval -0.3to 4.4

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.

[2] = Other relevant method information, such as adjustments or degrees of freedom:
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Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 7 for Change From Baseline in Sitting Diastolic Blood Pressure (SiDBP) at Week 12

Groups [ MK-0736 0.5 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [2 Constrained longitudinal data analysis
P value [3] 0.108

Difference in least squares means [4 1.9

95% Confidence Interval -0.4t04.3

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] =~ Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

2. Primary: Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12 [ Time Frame: Baseline and Week 12 ]

Measure Type Primary
Measure Title Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Measure Description  Participant remained in the sitting position for at least 5 minutes before any blood pressure readings were recorded.
Systolic and diastolic blood pressures were determined by taking 6 replicate measurements obtained 1 to 2 minutes
apart. First reading was discarded and the average the last 5 measurement was recorded.

Time Frame Baseline and Week 12

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

Full Analysis Set (FAS) Population defined as all participants who received at least 1 dose of study drug and had endpoint data (both baseline
and post-randomization)
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Reporting Groups

Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 125 mg — MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Measured Values

MK-0736 MK-0736 MK-0736 HCTZ 12.5 mg — MK- Placeb
0.5mg 2.0mg 8.0mg 0736 8.0 mg acebo
Number of Participants Analyzed
. . 135 132 140 70 136
[units: participants]
Change From Baseline in Sitting Systolic Blood Pressure
(SISBP) at Week 12 5.7 (1.1) 7.2 (1.1) 6.3 (1.1) 12.4 (1.5) 5.4
[units: mmHg] ' ' ' ' ' ' | | (1.2)
Least Squares Mean (Standard Error)

Statistical Analysis 1 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups [ MK-0736 8.0 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P value [l 0.543

Difference in least squares means 4 -0.9

95% Confidence Interval -4.0to 2.1

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 2 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12
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Groups 1] MK-0736 2.0 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [3] 0.246

Difference in least squares means 4 -1.8

95% Confidence Interval -49to0 1.3

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] =~ Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 3 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups [ MK-0736 0.5 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [3] 0.821

Difference in least squares means M -04

95% Confidence Interval -3.5t02.7

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 4 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups [ HCTZ 12.5 mg — MK-0736 8.0 mg vs. Placebo
Method [2] Constrained longitudinal data analysis
P Value [¥] <0.001
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Difference in least squares means M -70

95% Confidence Interval -10.7 to -3.3

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 5 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups [1] MK-0736 8.0 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [2 Constrained longitudinal data analysis
P Value [3] 0.001

Difference in least squares means [4] 6.1

95% Confidence Interval 2.4109.8

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 6 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups 1] MK-0736 2.0 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [2 Constrained longitudinal data analysis
P Value [3] 0.006

Difference in least squares means [4 5.2

95% Confidence Interval 1.5t08.9

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
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No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 7 for Change From Baseline in Sitting Systolic Blood Pressure (SiSBP) at Week 12

Groups 1] MK-0736 0.5 mg vs. HCTZ 12.5 mg — MK-0736 8.0 mg
Method [2 Constrained longitudinal data analysis
P Value [3] <0.001

Difference in least squares means M 6.7

95% Confidence Interval 3.0t0 10.4

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

3. Secondary: Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12 [ Time Frame: Baseline and Week 12
]
Measure Type Secondary
Measure Title Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12

Measure Description LDL-C calculated by the method of Friedewald equation at baseline and after 12 weeks of study drug
administration

Time Frame Baseline and Week 12

Safety Issue No
Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.
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Full Analysis Set (FAS) Population defined as all participants who received at least 1 dose of study drug and had endpoint data (both baseline
and post-randomization)
Reporting Groups
Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 12.5 mg — MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Measured Values

MK-0736 MK-0736 MK-0736 HCTZ 12.5 mg — MK- Placebo
0.5mg 2.0 mg 8.0 mg 0736 8.0 mg
Number of Participants Analyzed
. . 135 132 138 70 136
[units: participants]
Percent Change From Baseline in Low Density Lipoprotein
Cholesterol (LDL-C) at Week 12 11 (2.3 39 (25 06 (25 28 (35 2.0
[units: Percentage Change] 123 9 29 629 8 (39 (2.5)
Least Squares Mean (Standard Error)

Statistical Analysis 1 for Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12

Groups 1] MK-0736 8.0 mg vs. Placebo
Method [2] ANCOVA
P Value BBl 0.684

Difference in least squares means 4 -1.4

95% Confidence Interval -8.3t0 5.5

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Fixed effects for treatment baseline, stratification, time, interaction of time by stratification and treatments factors and a random
subject effect

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.

[4] = Other relevant estimation information:
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No text entered.

Statistical Analysis 2 for Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12

Groups 1] MK-0736 2.0 mg vs. Placebo
Method [2 ANCOVA
P Value [3] 0.597

Difference in least squares means [4 1.8

95% Confidence Interval -5.0t0 8.7

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Fixed effects for treatment baseline, stratification, time, interaction of time by stratification and treatments factors and a random
subject effect

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 3 for Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12

Groups [ MK-0736 0.5 mg vs. Placebo
Method [2] ANCOVA
P Value 3! 0.793

Difference in least squares means 4 -0.9

95% Confidence Interval -7.6t05.8

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Fixed effects for treatment baseline, stratification, time, interaction of time by stratification and treatments factors and a random
subject effect

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:
No text entered.

Statistical Analysis 4 for Percent Change From Baseline in Low Density Lipoprotein Cholesterol (LDL-C) at Week 12

Groups [ HCTZ 12.5 mg — MK-0736 8.0 mg vs. Placebo
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Method [2] ANCOVA

P Value [3] 0.854

Difference in least squares means [4 0.8

95% Confidence Interval -7.6t09.2

(1]

(2]

(3]

(4]

Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
Other relevant method information, such as adjustments or degrees of freedom:

Fixed effects for treatment baseline, stratification, time, interaction of time by stratification and treatments factors and a random
subject effect

Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
Other relevant estimation information:

No text entered.

4. Secondary: Change From Baseline in Body Weight at Week 24 [ Time Frame: Baseline and Week 24 ]

Measure Type Secondary

Measure Title Change From Baseline in Body Weight at Week 24

Measure Description  Fasting weight was assessed at baseline and after 24 weeks of study drug administration and was measured after

voiding, with shoes and socks off, wearing clinic gown to reduce variability and maintain consistency. Same
standardized digital scale was used throughout the study.

Time Frame Baseline and Week 24

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

Full Analysis Set (FAS) Population defined as all participants who received at least 1 dose of study drug and had endpoint data (both baseline
and post-randomization)

Reporting Groups

Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to

MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to

MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive

MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 12.5 mg —» MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-

0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).
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Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Measured Values

MK-0736 0.5 MK-0736 2.0 MK-0736 8.0 HCTZ 12.5 mg — MK-0736 Placebo
mg mg mg 8.0 mg

Number of Participants Analyzed

. . 135 132 140 70 136
[units: participants]
Change From Baseline in Body Weight at
Week 24 0.7 (0.5 1.4 (0.5 1.3 (0.5 1.6 (0.7 0.6
[units: kg] 0.7 (0.5) 1.4 (0.5 1.3 (0.5 1.6 (0.7) (0.5)
Least Squares Mean (Standard Error)

Statistical Analysis 1 for Change From Baseline in Body Weight at Week 24

Groups [ MK-0736 8.0 mg vs. Placebo
Method [2] Constrained longitudinal data analysis
P value [3l 0.006

Difference in least squares means [4  -1.9

95% Confidence Interval -3.2t0-0.5

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 2 for Change From Baseline in Body Weight at Week 24

Groups 1] MK-0736 2.0 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [¥] 0.004

Difference in least squares means 4 -2.0

95% Confidence Interval -3.3t0-0.6

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
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treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 3 for Change From Baseline in Body Weight at Week 24

Groups 1] MK-0736 0.5 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P Value [¥] 0.066

Diffference in least squares means [4  -1.3

95% Confidence Interval -2.6t00.1

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 4 for Change From Baseline in Body Weight at Week 24

Groups [ HCTZ 12.5 mg — MK-0736 8.0 mg vs. Placebo
Method (2 Constrained longitudinal data analysis
P Value [%] 0.008

Difference in least squares means 4] -2.2

95% Confidence Interval -3.7t0-0.6

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
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[4] = Other relevant estimation information:

No text entered.

5. Secondary: Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24 [ Time Frame: Baseline and Week 24 ]

Measure Type Secondary
Measure Title Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24

Measure Description HbA1c reported as a % and was measured at baseline and after 24 weeks of study drug
administration

Time Frame Baseline and Week 24

Safety Issue No

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or
another method. Also provides relevant details such as imputation technique, as appropriate.

Full Analysis Set (FAS) Population defined as all participants who received at least 1 dose of study drug and did not lack of any endpoint data
(both baseline and post-randomization)
Reporting Groups
Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 12.5 mg —» MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Measured Values

MK-0736 0.5 MK-0736 2.0 MK-0736 8.0 HCTZ 12.5 mg —» MK- Placebo
mg mg mg 0736 8.0 mg
Number of Participants Analyzed
. . 135 132 140 70 136
[units: participants]
Change From Baseline in Hemoglobin Alc
(HbA1c) at Week 24 -0.10 (0.09) -0.16 (0.10) -0.06 (0.09) 0.20 (0.13) 0.13
[units: Percentage Change] ’ ' (0.10)
Least Squares Mean (Standard Error)

Statistical Analysis 1 for Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24

Groups [ MK-0736 8.0 mg vs. Placebo
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Method [2 Constrained longitudinal data analysis

P Value [3] 0.152

Difference in least squares means [4  -0.18

95% Confidence Interval -0.44 t0 0.07

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 2 for Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24

Groups [ MK-0736 2.0 mg vs. Placebo
Method [2] Constrained longitudinal data analysis
P value [3l 0.035

Difference in least sqaures means 4 -0.28

95% Confidence Interval -0.54 to -0.02

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 3 for Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24

Groups [ MK-0736 0.5 mg vs. Placebo
Method [2 Constrained longitudinal data analysis
P value [3] 0.095

Difference in least squares means [4  -0.22
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95% Confidence Interval -0.48t0 0.04

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

Statistical Analysis 4 for Change From Baseline in Hemoglobin Alc (HbAlc) at Week 24

Groups [ HCTZ 12.5 mg — MK-0736 8.0 mg vs. Placebo
Method [2] Constrained longitudinal data analysis
P value [3! 0.045

Difference in least squares means [4]  -0.32

95% Confidence Interval -0.63t0 -0.01

[1] = Additional details about the analysis, such as null hypothesis and power calculation:
No text entered.
[2] = Other relevant method information, such as adjustments or degrees of freedom:

Model included terms for treatment, stratification factor, time, interaction of time by stratification factor and the interaction of time by
treatment

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical
significance:

No text entered.
[4] = Other relevant estimation information:

No text entered.

B> Serious Adverse Events
=| Hide Serious Adverse Events

Time Frame 76 weeks

Additional Description  All Randomized Participants. Adverse events were reported for Phase A only (24 weeks). Phase B (52 weeks) was
not completed.

Reporting Groups

Description
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MK-0736 0.5 mg

MK-0736 2.0 mg

MK-0736 8.0 mg

HCTZ 12.5 mg — MK-0736 8.0 mg

Placebo

Dose-ranging Study to Evaluate the Effectiveness and Tolerability of MK0736 in Patients With Type 2 Diabetes Mellitus (T2DM) and Hypertension (0736-007) - Study Results - Clinical Trials.gov

One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-
0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Serious Adverse Events

Total, serious adverse events

# participants affected / at risk

Cardiac disorders
Angina unstable T1
# participants affected / at risk

# events

Arteriosclerosis coronary artery 1

# participants affected / at risk

# events

Cardiac failure T1

# participants affected / at risk

# events

Coronary artery disease 1

# participants affected / at risk

# events

Myocardial infarction T 1

# participants affected / at risk

# events

Gastrointestinal disorders

Gastritis T1

# participants affected / at risk

MK-0736
0.5mg

9/137 (6.57%)

0/137 (0.00%)

1/137 (0.73%)

0/137 (0.00%)

1/137 (0.73%)

1/137 (0.73%)

0/137 (0.00%)

MK-0736
2.0mg

71134 (5.22%)

1/134 (0.75%)

0/134 (0.00%)

1/134 (0.75%)

1/134 (0.75%)

1/134 (0.75%)

1/134 (0.75%)

MK-0736
8.0mg

6/141 (4.26%)

0/141 (0.00%)

0/141 (0.00%)

0/141 (0.00%)

0/141 (0.00%)

0/141 (0.00%)

0/141 (0.00%)
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HCTZ 12.5 mg — MK-

0736 8.0 mg

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

Placebo

5/137 (3.65%)

1/137 (0.73%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)
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# events

General disorders

Chest discomfort 1

# participants affected / at risk
# events

Oedema peripheral T1
# participants affected / at risk

# events

Hepatobiliary disorders
Cholecystitis acute 1
# participants affected / at risk

# events

Infections and infestations
Eczema infected T1
# participants affected / at risk

# events

Pneumonia staphylococcal 1

# participants affected / at risk

# events

Injury, poisoning and procedural complications

Post procedural haemorrhage 1

# participants affected / at risk

# events

Metabolism and nutrition disorders
Diabetic ketoacidosis !
# participants affected / at risk

# events

Hypokalaemia Tl

# participants affected / at risk

# events

Neoplasms benign, malignant and unspecified

(incl cysts and polyps)

Breast cancer 11

0

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

1/137 (0.73%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

1

0/134 (0.00%)

1/134 (0.75%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0

0/141 (0.00%)

1/141 (0.71%)

0/141 (0.00%)

1/141 (0.71%)

0/141 (0.00%)

0/141 (0.00%)

0/141 (0.00%)

1/141 (0.71%)
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0

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)
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0

1/137 (0.73%)

0/137 (0.00%)

1/137 (0.73%)

0/137 (0.00%)

0/137 (0.00%)

1/137 (0.73%)

1/137 (0.73%)

0/137 (0.00%)



# participants affected / at risk

# events

Colon neoplasm t1

# participants affected / at risk

# events

Gastric cancer 11

# participants affected / at risk

# events

Lung adenocarcinoma f1

# participants affected / at risk

# events

Squamous cell carcinoma T 1

# participants affected / at risk

# events

Nervous system disorders
Convulsion 71
# participants affected / at risk

# events

Paresis cranial nerve T1

# participants affected / at risk

# events

Transient ischaemic attack T 1

# participants affected / at risk

# events

Psychiatric disorders
Completed suicide T1
# participants affected / at risk

# events

Renal and urinary disorders

Renal colic 71

# participants affected / at risk

1/137 (0.73%)

0/137 (0.00%)

0/137 (0.00%)

1/137 (0.73%)

0/137 (0.00%)

1/137 (0.73%)

1/137 (0.73%)

0/137 (0.00%)

0/137 (0.00%)

1/137 (0.73%)

0/134 (0.00%)

1/134 (0.75%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/134 (0.00%)

0/141 (0.00%)

0/141 (0.00%)

1/141 (0.71%)

0/141 (0.00%)

1/141 (0.71%)

0/141 (0.00%)

0/141 (0.00%)

1/141 (0.71%)

1/141 (0.71%)

0/141 (0.00%)
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0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)

0/71 (0.00%)
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0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)

0/137 (0.00%)
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# events 1 0 0 0 0

Respiratory, thoracic and mediastinal disorders

Asthma T1
# participants affected / at risk 0/137 (0.00%) 0/134 (0.00%) 1/141 (0.71%) 0/71 (0.00%) 0/137 (0.00%)
# events 0 0 1 0 0

Chronic obstructive pulmonary disease T1

# participants affected / at risk 0/137 (0.00%) 0/134 (0.00%) 1/141 (0.71%) 0/71 (0.00%) 0/137 (0.00%)

# events 0 0 1 0 0

Pulmonary congestion 1

# participants affected / at risk 1/137 (0.73%) ~ 0/134 (0.00%) 0/141 (0.00%) 0/71 (0.00%) 0/137 (0.00%)

# events 1 0 0 0 0

t Events were collected by systematic assessment
1 Term from vocabulary, MedDRA 12.0

B> Other Adverse Events
=| Hide Other Adverse Events

Time Frame 76 weeks

Additional Description  All Randomized Participants. Adverse events were reported for Phase A only (24 weeks). Phase B (52 weeks) was
not completed.
Frequency Threshold

Threshold above which other adverse events are 5%
reported

Reporting Groups

Description

MK-0736 0.5 mg One MK-0736 0.5 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for an additional 52 weeks (Phase B).

MK-0736 2.0 mg One MK-0736 2.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will then be switched to
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

MK-0736 8.0 mg One MK-0736 8.0 mg tablet, orally, once daily for 24 weeks (Phase A). Participant will continue to receive
MK-0736 8.0 mg, once daily for 52 weeks (Phase B).

HCTZ 125 mg — MK-0736 8.0 mg  one 12.5 mg hydrochlorothiazide (HCTZ) tablet daily, orally, for 12 weeks. Participant then switched to MK-

0736 8.0 mg for 12 weeks (Phase A). Participant will continue to receive MK-0736 8.0 mg, once daily for an
additional 52 weeks (Phase B).

Placebo One placebo tablet daily, orally, for 24 weeks (Phase A). Participant will continue to receive placebo, once
daily for 52 weeks (Phase B)

Other Adverse Events

MK-0736 0.5 MK-0736 2.0 MK-0736 8.0 HCTZ 12.5 mg — MK-

Placebo
mg mg mg 0736 8.0 mg
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Total, other (not including serious)
adverse events

# participants affected / at risk

General disorders

Oedema peripheral 1

# participants affected / at risk
# events

Infections and infestations

Nasopharyngitis 1
# participants affected / at risk
# events

Upper respiratory tract infection 1

# participants affected / at risk

# events

Investigations

Low density lipoprotein increased T1

# participants affected / at risk

# events

Metabolism and nutrition disorders

Hypoglycaemia T 1
# participants affected / at risk

# events

Nervous system disorders

Headache T1

# participants affected / at risk

# events

Vascular disorders

Hypertension T1

# participants affected / at risk
# events

46/137 (33.58%)

1/137 (0.73%)
1

2/137 (1.46%)
2

8/137 (5.84%)

12

9/137 (6.57%)

10

24/137 (17.52%)

118

4/137 (2.92%)

5

4/137 (2.92%)
5

54/134 (40.30%)

2/134 (1.49%)
2

8/134 (5.97%)
9

10/134 (7.46%)

17

10/134 (7.46%)

10

24/134 (17.91%)

79

8/134 (5.97%)

12

4/134 (2.99%)
4

54/141 (38.30%)

8/141 (5.67%)
10

3/141 (2.13%)
4

7/141 (4.96%)

7

9/141 (6.38%)

9

28/141 (19.86%)

91

10/141 (7.09%)

13

9/141 (6.38%)
9

25/71 (35.21%)

2/71 (2.82%)
2

2171 (2.82%)
2

4171 (5.63%)

5

5/71 (7.04%)

5

9/71 (12.68%)

91

4171 (5.63%)

8

171 (1.41%)
1
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43/137 (31.39%)

2/137 (1.46%)
2

5/137 (3.65%)
5

7/137 (5.11%)

9

4/137 (2.92%)

4

271137 (19.71%)

197

8/137 (5.84%)

8

5/137 (3.65%)
6

t Events were collected by systematic assessment
1 Term from vocabulary, MedDRA 12.0

B> Limitations and Caveats

=| Hide Limitations and Caveats

Limitations of the study, such as early termination leading to small numbers of participants analyzed and technical problems with measurement
leading to unreliable or uninterpretable data
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No text entered.

B More Information

=| Hide More Information

Certain Agreements:

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

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

The agreement is:
The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and can embargo
|:| communications regarding trial results for a period that is less than or equal to 60 days. The sponsor cannot require changes to the
communication and cannot extend the embargo.

The only disclosure restriction on the Pl is that the sponsor can review results communications prior to public release and can embargo
I:l communications regarding trial results for a period that is more than 60 days but less than or equal to 180 days. The sponsor cannot
require changes to the communication and cannot extend the embargo.

Other disclosure agreement that restricts the right of the PI to discuss or publish trial results after the trial is completed.
d Restriction Description: The SPONSOR must have the opportunity to review all proposed abstracts, manuscripts, or presentations

regarding this study 60 days prior to submission for publication/presentation. Any information identified by the SPONSOR as confidential
must be deleted prior to submission. SPONSOR review can be expedited to meet publication guidelines.

Results Point of Contact:

Name/Title: Senior Vice President, Global Clinical Development
Organization: Merck Sharp & Dohme Corp.

phone: 1-800-672-6372

e-mail: ClinicalTrialsDevelopment@merck.com

Responsible Party: Merck Sharp & Dohme Corp.
ClinicalTrials.gov Identifier: NCT00806585 History of Changes
Other Study ID Numbers: 0736-007

MKQ736-007

2008_600
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Last Updated: September 18, 2015
Health Authority: United States: Food and Drug Administration
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