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 Office of Prescription Drug Promotion Review by Meeta Patel, 9/28/17
 Maternal Health Review (Division of Pediatric and Maternal Health) by Catherine 

Roca, 9/20/17
 Labeling Reviews (Division of Medication Error Prevention and Analysis) by 

Matthew Barlow, 9/20/17 and 7/26/17
 Office of Study Integrity and Surveillance, Division of New Drug Bioequivalence 

Evaluation, Bioequivalence Establishment Inspection Report Review by Angel 
Johnson, 8/21/17 (Spaulding Clinical Research), and 7/14/17 (QPS, LLC)

 Proprietary Name Review (Division of Medication Error Prevention and Analysis) 
by Matthew Barlow, 2/8/17

  
This is a 505(b)(2) application referencing Emend for Injection (NDA 22023). 

Emend for Injection contains fosaprepitant, a prodrug of aprepitant; accordingly, its 
antiemetic effects are attributable to aprepitant. The proposed drug Cinvanti is an emulsion 
of aprepitant for intravenous use.  Aprepitant is a selective high-affinity antagonist of 
human substance P/neurokinin 1 (NK1) receptors.  It should be noted that Emend for 
Injection contains polysorbate 80  whereas Cinvanti does 
not contain this agent.  

The current Emend for Injection (NDA 22023) dosing recommendations are for only:
 a single dose regimen (single 150 mg IV infusion) [HEC and MEC]  

In the past (see sNDA 22023/11;2 8/12/14), Emend for Injection had dosing 
recommendations for either:
 a single dose regimen (single 150 mg IV infusion) [HEC only]
 a three-day dosing regimen (single 115 mg IV infusion followed by 80 mg PO for 

two additional days) [HEC and MEC]
The three-day dosing regimen was not discontinued for reasons of safety and efficacy.  

 
The Applicant proposes to rely on the discontinued Emend for Injection label described 
above.  This was confirmed to be acceptable with the Office of Regulatory Policy (in a 
meeting that occurred with DGIEP on July 18, 2017).  

Specifically, the Applicant proposes the following:
 a single dose regimen (single 130 mg IV infusion) [HEC only]
 a three-day dosing regimen (single 100 mg IV infusion followed by 80 mg PO for 

two additional days) [MEC only]
     

1 OPQ Review
2 https://www.accessdata fda.gov/scripts/cder/daf/index.cfm?event=overview.process&ApplNo=022023 
(accessed 10/5/17)
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Some differences between the proposed Cinvanti label and the referenced Emend label are 
presented below as background; however, none of these items were identified as 
approvability issues by the review team.  
 A recommendation for a specific aprepitant PO product on Days 2 and 3 is not 

proposed for the three-day dosing regimen of Cinvanti, but there is a 
recommendation for Emend capsules on Days 2 and 3 in the corresponding Emend 
three-day dosing regimen.

 Only an indication in MEC is proposed for the Cinvanti three-day dosing regimen, 
but there are indications in both HEC and MEC for the corresponding Emend three-
day dosing regimen.

 One dosage strength is proposed for Cinvanti (130 mg in a single use vial) but there 
are two recommended doses (130 mg and 100 mg); thus, it is necessary that the 
preparation instructions state that only a portion of the vial should be used for 
preparing the low dose (100 mg).  In contrast, Emend had two dosage strengths 
(150 mg in a single use vial and 115 mg in a single use vial), thus allowing the 
preparation instructions to state that the entire vial corresponding to the appropriate 
dose (150 mg or 115 mg) should be used.

 The proposed infusion duration of Cinvanti is “over 30 minutes” for both the high 
dose (single dose regimen) and the low dose (first day of three day dosing regimen).  
In contrast, the infusion duration of Emend in the referenced label is “over 20-30 
minutes” for the high dose (single dose regimen) and “over 15 minutes” for the 
low dose (first day of three day dosing regimen).
 

Two relative BA studies, Study HTX-019 C2015-104 (“Study 104”) and Study HTX-019-
106 (“Study 106”; Part A and Part B), were submitted in the current application.
 Study 104:  open-label single dose 2-way crossover study in healthy subjects (n=100):

o Cinvanti 130 mg 30 min IV infusion vs Emend 150 mg 30 min IV infusion
 Study 106 Part A:  randomized PK study of 5 parallel cohorts (total n=70):

o Cinvanti 130 mg 30 min IV infusion (Cohort 1)
o Emend 150 mg 30 min IV infusion (Cohort 2)
o Emend 150 mg 20 min IV infusion (Cohort 3)
o Cinvanti 100 mg 30 min IV infusion (Cohort 4)
o Emend 115 mg 15 min IV infusion (Cohort 5)

 Study 106 Part B:  open-label single dose 2-way crossover; healthy subjects (n=100):
o Cinvanti 130 mg 30 min IV infusion vs Emend 150 mg 20 min IV infusion
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