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DATE:   February 26, 2015 
FROM:  Nina Ni, Ph. D., Review Chemist, Branch II, DNDP I/ONDP 
THROUGH:  Moo-Jhong Rhee, Ph. D., Branch Chief, Branch V, DNDP II/ONDP 
TO:   NDA 206229 
SUBJECT:  Addendum to CMC Review #1 and Addendum #1 for NDA 206229 

In my Addendum #1, dated 02/11/2014, this NDA was recommended for approval from a 
CMC perspective. However, recently the applicant has updated below labeling by 
defining the role of Medicines360 and found adequate. 

Carton and Container Labels

Carton Label: 
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2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page



M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 

DATE:   February 11, 2015 

FROM:  Nina Ni, Ph. D., Review Chemist, Branch II, DNDP I/ONDP 

THROUGH:  Moo-Jhong Rhee, Ph. D., Branch Chief, Branch V, DNDP II/ONDP 

TO:   NDA 206229 

SUBJECT:  Final recommendation for NDA 206229 

In my CMC Review #1, dated 12/19/2014, this NDA was recommended for not approval 
due to the following issues: 

1. Specification of the drug product has not been satisfactorily established due to 
pending recommendations for sterility (Micro Review) and drug release rate 
(Biopharm Review). Also the functionality of the inserter has not been 
satisfactorily determined (CDRH Review). 

2. The Office of Compliance has not made an overall “Acceptable” recommendation 
for the manufacturing facilities. 

3. Label/labeling issues were not satisfactorily resolved yet.  

As of the date of this memorandum, the specification of the drug product has been 
satisfactorily established for sterility (see Micro review, dated 01/23/2015), drug release 
rate (see Biopharm review, dated 01/16/2015), and functionality of the inserter (see 
CDRH review, dated 01/26/2015).

The Office of Compliance has also issued an overall “Acceptable” recommendation 
(date: 02/02/2015 see the Attachment 1).

The following deficiencies pertinent to the labeling have been satisfactorily updated as 
described below (see the Attachment 2):

 “How Supplied” Section 
Manufacturer/distributor name was added.  

Carton Labels 
The statement of “see package insert for dosage information” was added.  

Recommendation:

All previous unresolved issues have been satisfactorily resolved. Therefore, from the 
ONDP perspective, this NDA is recommended for approval. 
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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: 22-Jul-2014

From: Donna Christner, Ph.D.
CMC Lead
DNDQA II/ONDQA

Through: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV
New Drug Quality Assessment Division II
ONDQA

To: NDA 206229
Levosert (levonorgestrel-releasing Intrauterine system)

Subject: Risk Assessment

As per a new policy, each NDA with GRMP dates on or after August 1, 2014 will include 
a risk assessment in the Executive Summary.  This will be based on an initial risk 
assessment that would be captured in all IQAs written for NDAs received on or after June 
1, 2014.  It was decided that the CMC Lead would perform a retrospective risk 
assessment for those NDAs received prior to June 1, 2014 that had GRMP dates after 
August 1, 2014,

The following IQA template was provided:

In an email dated 30-May-2014, Dr. Ramesh Sood provided follow-up guidance on how 
to fill out the required IQA template that is used to populate the NDA template.  The 
guidance provided templates for the most common dosage forms, but did not provide 
guidance for intrauterine systems.  Therefore, CQAs were independently assessed. 

Reference ID: 3597373
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