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Subject Amendment review and close-out memo 

Reviewer Olen Stephens, Ph.D. 
 

Amendment 0035 to NDA 208772, submitted to the FDA 2-Feb-17, provides the formal submission of 
updated stability data to module 3.2.P.8.3 to reflect the revised dissolution acceptance criteria of NLT 

% at 20 minutes. This revision was negotiated with the biopharmaceutics review team to ensure the 
dissolution method is discriminating for quality of the drug product. Additionally, the quality overall 
summary in Module 2 was updated to reflect this change in dissolution acceptance criteria as well as to 
incorporate drug product lots 011700 and 011701, which were manufactured using drug substance lots 

 These additional lots strengthen bridging of the two drug substance suppliers. These 
data were reviewed in the OPQ IQA review filed in Panorama and do not change the recommendation by 
the review team. The stability data demonstrates that the dissolution acceptance criteria is met for all time 
point on all batches under both long term and accelerated stability conditions. Due to the earlier time 
point (20 minutes relative to the minutes) there is more variability in the dissolution stability data, 
which is to be expected. Only one batch (lot 10604 manufactured by Penn) under long term stability 
conditions (30 degrees C/75% RH) approached the specification limit at a single time point. This data 
point was % dissolved at the 12 month time point. In aggregate, there was no trend to change the shelf 
life recommendation in the original IQA review. Also not that this long-term stability data is collected 
under more rigorous conditions (30ᴼC/75%) compared to the proposed commercial storage conditions of 
controlled room temperature. Finally, the difference in dissolution at minutes relative to 20 minutes is 
unlikely to have a meaningful clinical impact; the 20 minute time point was selected to identify 
manufacturing issues that would be detected upon release. 

 
Conclusion: The approval recommendation and shelf life recommendations filed in the original OPQ 
IQA stand as written. 

 
 
 

Olen Stephens, Ph.D. 
Chemistry Acting Branch Chief, ONDP 
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This application is recommended for APPROVAL from the CMC perspective. 

Joyce Crich,  Ph.D. 

February 11, 2017 
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NDA 208-772 Initial Quality Risk Assessment Table for ALUNBRIG (brigatinib) tablets  
  
 

PRODUCT 
PROPERTY/ 
IMPACT OF 

CHANGE/CQAS 

 
CHANGES & 

VARIATIONS 
 
 

FAILURE MODE 
 

PROBABILITY OF 
OCCURRENCE (O) 

 
SEVERITY 

OF EFFECT 
(S) 

 
DETECTABILITY 

(D) 
 
 

RPN 
 
 
 
 
Assay, 
Stability 

• Formulation 
• Container closure 
• Raw materials 
• Process  
parameters 
• Scale/equipments 
• Site 

• Impurity formation 
due to excipient 
reactions or 
unspecified reactions 
• Hydrolytic degradation 
(moisture) 
• Organic solvents 
• Polymorphic 
conversion 

Mod stable drug (3) 
 (The DP Specs set for 
Single specified degradant 
NMT %; Single 
unspecified degradant 
NMT %, Total 
degradants NMT %) 

 
 
 
 
 
 
 

2 

 
 
 

Release (1) 

 
 
 

 6  

 
 Stability (3) 

 
 

18 
 
 

Physical 
stability 

(solid state) 

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

• Polymorphic        
   conversion 
• Moisture Content 

 
 

BCS I/III 
         (2) 

        
 
 

4 

 
 
 
32 

 
 
 

Content 
uniformity 

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

• Low dose 
• Particle size/shape 
• Segregation 
• Flow property 

Med loading  
 

3 
 

 
 
         4 

 
 
 
48 

 

 
 
Microbial limits 

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

 
• Moisture 
• Equipment, process 
environment 

 
 

1 

 
 

2 
 

Release without 
Spec (5) 

 
 

10 

 
 
 
 

Dissolution – 
BCS Class  

I & III 

• Formulation 
• Raw materials 
• Process 
parameters 
• Scale/equipments 

  • Site 

• API particle size 
• Moisture 
• Tab hardness 
• Disintegration 
• Size shape 
• Film coating 

 
 
 

3 

 
 
 
 
          2 

 
 
 
 

2 

 
 
 

12 
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