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! The provided model building strategy follows the ICH Q1E guidance, but the proposed 
shelf life didn’t.

For , no extrapolation time is allowed beyond the last observation time 
(12 month), because the observed changes were deemed as significant change by FDA 
chemistry reviewer at both the accelerated condition and the intermediate condition.  

For BUP assay and NX assay, the significant scientific changes were observed at the 
accelerated condition. Therefore, only 1.5 times the length of real time data 
extrapolation is allowed but limited to 6 months.

! Because increase changes were observed for two potency assays, BUP assay and NX 
assay, the FDA chemistry reviewer concluded to use 2-sided 95% confidence bounds to 
evaluate the data. This decision is also supported by the nature of the product that the 
potency has a chance to be increased  in products.

! The spec limits for BUP assay and NX assay are 90% to 110% according to FDA 
chemistry reviewer and FDA general potency guidance.

The reviewer’s independent analyses, conclusions and recommendations are presented in next 
section. 

4. REVIEWER’S ASSESSMENT

All the analyses are according to ICH Q1E guidance. Per the discussion with FDA chemistry 
reviewer, the analysis was done by each strength.

4.1 Statistical	Evaluation

a)  (% w/w, impurity):

No extrapolation time is allowed beyond the last observation time (12 month), because 
the observed changes were deemed as significant change by FDA chemistry reviewer at 
both the accelerated condition and the intermediate condition.  

The proposed shelf life is 12 month, for all 4 strengths.

b) BUP assay (sponsor specs: %, FDA specs: 90% -110% (from FDA 
chemistry reviewer)):

The significant scientific changes were observed at both the accelerated and the
intermediate conditions. However, the significant change at the accelerated condition 
was a decrease, while the significant change at the intermediate condition was an 
increase except for one instance. 
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c) NX assay, month shelf life is permitted for all 4 strengths. 

Also, the statistical reviewer noted that the change rate (slope estimate) for strength, 2.1/0.35 mg 
Bup/Nal is 5.961% for Bup assay, and it is 3.740% for NX assay. Both change rates (slope 
estimate) are much higher than the rates (slope estimate) for other strengths. The observed data 
also confirmed the same findings (See Figure 2 and Figure 6). All these findings in study
suggest that the strength, 2.1/0.35 mg Bup/Nal may have different stability profiles compared to 
the other 3 strengths, regards to Bup assay and Nal assay, and may require more careful review 
considerations.
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Appendix A: Shelf Life Decision Tree from ICH Q1E
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