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WRITTEN REQUEST 

Amgen Inc. 
Attention: Christine Kubik 
Senior Manager, Regulatory Affairs 
601 13th St, NW 
12th floor 
Washington, DC 20005 

Dear Ms. Kubik: 

Reference is made to your correspondence dated May 12, 2017, requesting changes to FDA’s 
February 12, 2016 Written Request for pediatric studies for ivabradine. Because this 
correspondence was received after the study submission date of December 30, 2016, a new 
Written Request is being issued that extends the timeframe for reporting these studies to March 
31, 2018. 

While the majority of heart failure in pediatric patients is caused by congenital heart disease, the 
Division acknowledges the uncommon occurrence of dilated cardiomyopathy (DCM) in children 
that likely shares phenotypic, and in some cases genotypic overlap with non-ischemic heart 
failure with reduced ejection fraction (HFrEF) in adults.  The SHIFT trial demonstrated clinical 
benefits to adult patients with non-ischemic HFrEF, and the Division agrees that some children 
with DCM may benefit from this therapy as well.  Accordingly, it is in the interest of US public 
health that your recently completed clinical trial in children with DCM be submitted for the 
review of this agency for the purpose of potentially making this therapy available to US pediatric 
DCM patients. 

To obtain needed pediatric information for ivabradine, the Food and Drug Administration (FDA) 
is hereby making a formal Written Request, pursuant to Section 505A of the Federal Food, Drug 
and Cosmetic Act (the Act), as amended by the Food and Drug Administration Amendments Act 
of 2007, that you submit information from the following study (protocol and final study report): 

	 Determination of the efficacious and safe dose of ivabradine in pediatric patients with 
dilated cardiomyopathy and symptomatic chronic heart failure aged from 6 months to less 
than 18 years. A randomized, double-blind, multicenter, placebo controlled, phase II/III 
dose-finding study with a PK/PD characterization and a 1 year efficacy/safety evaluation. 
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