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B. NOTEWORTHY ELEMENTS OF THE 
APPLICATION Yes No Comment

17. Biosimiliar product1 x
18. Combination Product _____________________ x
19. Other_________________ x
  















OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

parameters
•Scale/equipment
• Site

Microbial
Limits

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

1 2 3
(low)

Dissolution • Formulation
• Raw materials
• Process 
parameters
•
Scale/equipments
• Site
• Exclude major 
reformulations
• Alcohol dose 
dumping
 

2 2 4 16 
(low) 

Low risk. 
Risk Assessment 
based on the 
data/document 
submitted by the 
Applicant and 
reviewer’s previous 
experience, it 
appears that the 
formulation of the 
drug product and its 
manufacturing 
process  

 with respect 
to dissolution CQA.  
Current score of 4 
for detectability is 
based on that fact 
that the sponsor did 
not provide data 
showing the current 
dissolution method 
has a good 
discriminating 
ability on the 
variation of the 
properties of 

(b) (4)

(b) (4)

(b) (4)

















OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

Product’s Description: The product, Vivlodex™ (meloxicam) Capsules 5 mg and 10 mg were 
developed as an immediate release dosage form  encapsulation process.
The particle size of drug substance is well controlled to be the sub-micron. This enhances the 
solubility and adsorption of the drug substance.  Data from ongoing long term stability study 
shows that drug product is   Statistical model predicts longer than 24 
months shelf life.  There are two drug product manufacturing sites and both of them conduct 
dissolution testing. Data will be requested to support the bridging between these two sites.

Review Issues Identified:

None.

Biopharmaceutics Comments for 74-Day Letter: 

1. We acknowledge the data submitted demonstrating that the current dissolution method 
has the discriminating ability to identify for changes in drug substance particle size.  We 
also acknowledge that the current dissolution method  

2. Provide individual and mean dissolution values in tabular and graphical form from all 
pivotal clinical batches used in setting the dissolution acceptance criterion.

3. Provide dissolution profile comparisons with f2 testing in three different media between 
the following two drug product manufacturing sites:  

 

CMC Comments for 74-Day Letter: 

4. Clarify if the acceptance criteria for Meloxicam related  is NMT % for 
the shlef-life specification for Vivlodex capsules 5 mg or % as indicated in the 
release specification for Vivlodex capsules 5 mg. 

5. Add microbial testing to your release specifcations for the Vivlodex 5 mg and 10 mg 
capsules.

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Office of Pharmaceutical Quality

_________________________________
Sandra Suarez Sharp, Ph.D.
Biopharmaceutics Quality Assessment Lead
Office of Pharmaceutical Quality

________________________________
Ciby J. Abraham, Ph.D.
Acting Quality Assessment Lead
OPQ/ONDP/DIVII/Branch IV
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