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Irritation and skin 
Sensitization testing 
 
Implantation 

ISO 10993-10 

 
Reviewer Comments 
• LOA is present in NDA 213978 to reference DMF  for the Aptar Nasal spray. Section 3.2.P.5.1 of DMF 

 has material and biocompatibility information. The materials/manufacturing,  prior to 
testing and biocompatibility testing for the Aptar Nasal spray are identical unchanged from previously approved 
container closure combination products. The biocompatibility information of the non-drug contacting components 
is adequate with acceptable test results. 

 
 
 
 

 
<<END OF REVIEW>> 
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*The specification does not meet the FDA guidance recommendation. The manufacturer refers to clinical experience with 
the product. I did not review the clinical data and defer to CDER on acceptability of pump delivery specification. 
 

- Review of stability testing provided in the manufacturer’s August 6, 2021 IR response and 3.2.P.8 demonstrates a 
single test sample fail to meet the requirements for individual pump performance at 12 months.  

- Pump delivery mean values are within specification for all stability conditions. Also, while the mean values do 
exhibit more variability over time, they do not appear to be trending in any specific direction.  

- Pump design verification testing included in 3.2.P.2 appear to demonstrate good performance over the bottle 
volume. However, these appear to be time zero data delivering the aptar test media.  

- The application describes use of a  during pump delivery verification testing. The validation 
of this method is unknown. I reviewed the response to IR response dated, July 22, 2021,  

 

Pump delivery 
(dose volume) Y N* Y Y 

Actuation Force Y Y N N 
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 The validity of the test compensation method is also not well-described.  

 
Conclusion –  
During an August 19, 2021, team meeting, it was agreed that a PMC to address pump delivery specifications, and  

 method validation would be provided in an approval recommendation. I concur with this approach. 
 

5. CONTROL SPECIFICATIONS 
 

- Activation force specification is not included in the 3.2.P.5 control specifications. Add specifications for pump 
activation force and describe the test method. 

o Update based on July 27, 2021 IR response: Sponsor proposes to submit the updated 3.2.P.5.2 Pump 
Delivery method and 3.2.P.5.3 verification data for actuation force as a CBE-0 upon approval of the 
NDA. 

o Following August 19, 2021 discussion with CDER, I recommend adding PMC to approval of NDA 
213978 to request method validation for activation force release test. 
 

- Pump delivery specifications include tier specifications that fall outside %. Provide justification for 
allowing lots with product failing to meet the % pump delivered volume specification.  

o CDER updated me on July 21, 2021, stating they issued IR requesting manufacturer to revise these 
specifications.  

o I requested clarification from CDER on August 18, 2021 and was provided the following response: 
o In the July 22, 2021 IR response, Manufacturer revised the pump delivery specification to the following: 

 (a) Mean (n= ): (% Target Weight) value must be within % Target Weight (  mg - 
 mg) 

 (b) No individual spray may be outside % Target Weight (  mg –  mg) 

o Following August 19, 2021 team meeting, CDER will be adding PMC for the  method 
validation and pump delivery specification improvement. I concur this will address the performance 
issues observed in my review. 

Conclusion 

Sponsor proposes to submit the updated 3.2.P.5.2 Pump Delivery method and 3.2.P.5.3 verification data for actuation 
force as a CBE-0 upon approval of the NDA. I discussed with CDER during August 19, 2021 team meeting and will 
recommend this be added as PMC. 

 
6. INFORMATION REQUESTS 
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