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STATISTICAL REVIEW AND EVALUATION

CLINICAL STUDIES
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Drug Name: VictozaTM (liraglutide) injection

Indication(s): Treatment of type 2 diabetes mellitus

Applicant: Novo Nordisk Inc
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Review Priority: Standard

Biometrics Division: Division of Biometrics 2
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Statistics Team Leader: J. Todd Sahlroot, Ph.D.

Medical Reviewer Karen M. Mahoney, MD.

Medical Team Leader Hylton Joffe, M.D.

Project Manager John Bishai, Ph.D.

This memorandum is the statistical review of the protocol of Study 3748, which is proposed to

evaluate the long-term effect of liraglutide on cardiovascular and other clinically important

outcomes. A brief description of the statistical aspects of the design and proposed analysis is
included at the end of this memo. .

Statistical review comments, to be transmitted to the sponsor:

1. We agree with the calculations of the number of subjects needed in the study, subject to

clinical input on the appropriateness of the assumption of a 1.8% event rate per year in this

clinical population. Our understanding is that the study is designed to accumulate a total of

approximately 611 adjudicated primary outcome events across the two study arms. Please

confirm or clarify this total.

2. We have the following requests concerning the proposed interim assessment of efficacy:

(a) The protocol should specify the number of events associated with the two proposed

interim assessments. We assume that 50% of the expected number of events is

approximately 306 and 75% is approximately 458. Please confirm or clarify this

assumption.

(b) The protocol should specify which efficacy outcome variable(s) will be assessed for

superiority, using the modified Haybittle—Peto stopping boundary. If more than one

outcome variable will be assessed, the protocol should provide more information about

the protection of Type I error for the primary cardiovascular outcome variable.
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(c) The protocol should specify how the interim analysis of efficacy and futility will be

conducted, in order to maintain the appropriate study blind.

3. The statistical methods for the analysis of primary and supportive outcome data that are

generally described in this protocol are acceptable. In addition, we request that you submit the

more detailed statistical analysis plan with sufficient lead time prior to your analysis of data so

that we may review the plan and send you our review comments.

4. Study 3748 presents an opportunity to gain further information concerning the comparison

between liraglutide and placebo in longitudinal changes in serum calcitonin in this study

population. We recommend that the study protocol include a detailed analysis plan for

evaluating this relationship. This analysis plan should include a pre—specified statistical analysis

model, along with additional supportive analyses and descriptive summaries.
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