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Addendum to CMC Review #2 
 

From:   Su (Suong) Tran, CMC Lead, ONDQA 

To:   NDA 202057 (icosapent ethyl) 

Through:  Ali Al Hakim, Branch Chief, ONDQA 

Subject:  Final ONDQA recommendation for NDA 202057 

 

This addendum finalizes the CMC Review #2 dated 23-MAY-2012 which included two pending items: 

the Biopharmaceuticals review and the Compliance/OMPQ/EES overall recommendation. (Please note 

that the PharmTox review is not a pending consult necessary for finalizing the CMC review.) There is no 

pending CMC issue. 

• The ONDQA Biopharmaceuticals review dated 30-MAY-2012 recommends APPROVAL. 

• The Compliance/OMPQ/EES overall recommendation dated 25-JUL-2012 is ACCEPTABLE. 

 

Conclusion: The final CMC recommendation for NDA 202057 is APPROVAL with no pending 

issue. 
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• The NDA includes only 1-month stability data (long-term and accelerated) for one product batch 
manufactured by Catalent. An expiration dating period cannot be determined based on such 
limited data. We strongly recommend that Catalent be submitted in a post-approval supplement 
(i.e., withdrawn from the current NDA submission) with all the necessary supporting data 
(comparative in-vitro testing, at minimum 3-month long-term and accelerated stability data for 
three product batches at no less than  commercial scale). 

[End of comments for the 74-day letter] 

 
CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

Biopharmaceutics The ONDQA Biopharmaceutics Review Staff will review all 
dissolution-related information. 

CDRH or CBER Not Applicable 
EA The categorical exclusion claim will be assessed by Primary 

Reviewer. 
EES EER was sent to Compliance on 10-OCT-2011 by ONDQA PM. 
OSE Labeling consult request will be sent as part of DMEP’s request. 
Methods Validation Validation may be requested of FDA labs after test methods are 

finalized. 
Microbiology Review of Microbial Limits (the product is derived from fish oil and a 

soft gel capsule). 
Pharm/Tox Review of qualification studies of impurities. 
Quality by Design Not Applicable 
 
This is an electronic NDA. The supporting IND is IND 102457.It was initially filed as a 505(b)(1) 
application but changed by the applicant to a 505(b)(2) based on published toxicology studies for a non-
U.S. product called Epadel (marketed in Japan). There is no mention of this Japanese product in the CMC 
section of the NDA. 
 

The drug substance icosapent ethyl, an ethyl ester of the omega-3 fatty acid eicosapentaenoic acid (E-

EPA). E-EPA is one of the two major components of the approved Lovaza, omega-3-acid ethyl esters, 

(Lovaza has a different applicant). 

 

The drug product is a soft-gelatin capsule containing 1 g of icosapent ethyl and these excipients: 

tocopherol, gelatin, glycerin, maltitol, sorbitol, and purified water. 

The product will be packaged in 120-count bottles for commercial distribution and 4-count bottles as 

physician samples, and will be stored at room temperature. 

Maximum daily dose is 4 g (4 capsules). 

Has all information requested during the IND phases and at the pre-NDA meetings been included?   
See the discussion in the review. 
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Review comments: 

Reference is made to the DMF 15062 for all CMC information on the drug substance. The primary 

reviewer will review any new information in the DMF submitted after the most recent review. 

•  Icosapent ethyl is a liquid oil at room temperature, BCS 2, and readily oxidized. 

 tocopherol is used  and this excipient does appear in 

the drug product composition as well as the proposed labeling. 
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formulation to the NDA (see the 74-day letter comment). The Banner and Catalent formulations 

• Gelatin. The applicant states that BSE/TSE certifications for gelatin are included in the NDA and 

DMF 25289; they will be checked by the primary reviewer. The applicant manufactures the 

capsule  as part of the drug product manufacturing process. 

• Comparability of the product used in the clinical studies, stability studies, and commercial 

product. The applicant states that the formulation is the same for all clinical and stability batches 

and the commercial product  

 

Manufacturing process of the drug product 

Review comments:    

• Comparability of the product used in the clinical studies, stability studies, and commercial 

product. The applicant states that Banner manufactured the pilot-scale commercial scale) 

batches for the pivotal clinical studies and primary stability studies, using the commercial 

formulation, manufacturing process and equipment. The process was transferred to an additional 

manufacturer, Catalent. The reviewer will evaluate Catalent’s DMF 25289 to determine whether 

Catalent’s process will produce the same drug product as Banner’s. Stability data are included in 

the NDA for one batch manufactured by Catalent (see comments in the Stability section of this 

review). The Biopharm team will handle any biowaiver issue in bridging the 2 manufacturers. 

• Critical process controls. There are 2 critical aspects in the drug product manufacturing process: 

 The 
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extremely difficult to determine an expiration dating period based on only one product batch and 

one-month stability data (see the 74-day letter comment). 

 

Supporting DMFs: 

DMF number DMF Holder  Letter of authorization 
15062 Nisshin EPA-E X 
25289 Catalent Pharma AMR101 1 g Capsules X 

X 
X 
X 
X 
X 
X 
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