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Scale/equipments
• Site
• Exclude major 
reformulations
• Alcohol dose 
dumping
 

CMC Assessment

Vantrela ER is an extended-release hydrocodone bitartrate, abuse-deterrent, oral 
tablet in 15, 30, 45, 60, and 90 mg strengths. The product is to be indicated for the
management of pain severe enough to require daily, around-the-clock, long-term 
opioid treatment and for which alternative treatment options are inadequate.

Review Issues Identified:

No review issues have been identified at this time.

CMC has no comments for 74-Day Letter

BIOPHARMACEUTICS ASSESSMENT

SUMMARY OF BIOPHARMACEUTICS FINDINGS

Submission:

The biopharmaceutics review portion of this NDA consists of 5 phase 1 bioequivalence studies, 
an IVIVC, in vitro alcohol dose-dumping, and in vitro release profiles of the drug product.

Review Issues Identified:

No review issues have been identified at this time.
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Biopharmaceutics Comments for 74-Day Letter:

1. Provide SAS transport files of the pharmacokinetics parameters for the bioequivalence 
studies, , 1097, 1098, 1099, 1104, and 1106 in the following column format:

SUBJ SEQ PER TRT C1 C2 C3...Cn KE_FIRST KE_LAST T1 T2 T3…Tn

where KE_FIRST and KE_LAST are the first and last time points, respectively, used to estimate 
the elimination constant (Kel) for each subject/period. Also submit the pharmacokinetic dataset 
in the following format:

SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf

2. Submit the WinNonlin project report generated in the construction and validation of the 
IVIVC.

3. We acknowledge the data submitted to determine the impact of several particle size reduction 
(PSR) techniques on the release of your proposed product. It is also noted that the proposed 
QC method was used to assess the percent release over time.  Provide data justifying the 
suitability of the dissolution method used for assessing the dissolution rate of the 
“pulverized” drug product. Specifically, provide data demonstrating that the in vitro release 
results submitted are not confined by the use of an inappropriate dissolution technique.
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