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o Discipline presentations at the mid-cycle meeting for NDA 206317, meeting held 
August 25, 2014. 

o Draft labeling, edited by FDA, November 5, 2014. 

o FDA briefing document for November 6, 2014 meeting of ODAC 

o Sponsor briefing document for November 6, 2014 meeting of ODAC 

 

4 RESULTS OF REVIEW  

4.1 OVERVIEW OF CLINICAL PROGRAM1  
The data submitted in support of efficacy in the application were derived from two 
randomized multicenter single blind placebo controlled clinical trials enrolling 599 
patients. Three or four times each week, patients received either dialysate with ferric 
pyrophosphate added, or dialysate without ferric pyrophosphate added.  Treatment was 
planned to continue for 48 weeks. The actual average treatment duration in the trials was 
22 to 23 weeks, in both the patients receiving dialysate with ferric pyrophosphate and 
the patients receiving dialysate without ferric pyrophosphate in the two trials. Most 
patients who discontinued early did so because they required management of anemia 
that mandated removal from the trial (e.g., change in dose of erythropoiesis-stimulating 
agents, need for intravenous iron). 

The primary efficacy endpoint was change in mean hemoglobin. The mean hemoglobin 
decreased less in the patients receiving dialysate with ferric pyrophosphate added 
compared to patients receiving dialysate without added ferric pyrophosphate (0.03 g/dL 
compared to 0.38 g/dL in the first trial and 0.08 g/dL compared to 0.44 g/dL in the 
second trial).  The differences were significant (p=0.01 in both studies). 

4.2 SAFETY CONCERNS  
The safety database for ferric pyrophosphate comprises data from 292 patients who 
received ferric pyrophosphate in the two trials.  

Adverse events of special interest from the trials include intradialytic hypotension, 
hypersensitivity reactions, composite cardiovascular events, hemodialysis vascular access 
thrombotic events, other thrombotic events, and serious infections. For all the adverse 
events of special interest, the incidence of the events was similar in the two groups. 
Intradialytic hypotension occurred in 21.2% in patients receiving ferric pyrophosphate 
and 19.3% in the placebo group; hypersensitivity reactions 0.3% in patients receiving 
ferric pyrophosphate and 0% in the placebo group, composite cardiovascular events 8.9% 
in patients receiving ferric pyrophosphate and 9.1% in the placebo group, hemodialysis 
vascular access thrombotic events 5.1% in patients receiving ferric pyrophosphate and 
3.7% in the placebo group, other thrombotic events 1% in patients receiving ferric 

                                                 
1 Efficacy and safety summaries presented here are adapted from the data submitted by the sponsor in the 
application, the discipline presentations by FDA staff at the mid-cycle review meeting, and the briefing 
packages prepared by the FDA and the sponsor for the November 6, 2014 ODAC meeting.  
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6 CONCLUSION/RECOMMENDATION 
No serious safety signals have emerged to date for ferric pyrophosphate that would 
require a REMS to ensure that its benefits outweigh its risks. DRISK and the Division of 
Hematology Products (DHP) believe that the risks of ferric pyrophosphate that have 
emerged to date can be communicated through labeling. DRISK and DHP  do not 
recommend a REMS at this time. Should any additional important risk information 
emerge during the review of the application, we ask that you include DRISK in the 
discussion of appropriate risk management. 
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