
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

204508Orig1s000 
 

 
CHEMISTRY REVIEW(S) 

 



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: October 2, 2013

TO: Review #1 of NDA 204508, dated June 20, 2013

FROM: Tarun Mehta, M.Sc.
Review Chemist, ONDQA

SUBJECT: Final Approval Recommendation.

The CMC Review #1 dated June 20, 2013 has noted the following deficiencies, and now
all the outstanding issues are resolved as follows:

A. Regarding the Drug Product

Deficiency 1:

The drug product specification needs to be revised according to ICH Q3D and EMEA 
guidance for elemental impurities in LVP (large volume parenteral). 

Response:

Based on the data submitted on June 25, 2013 in amendment 0012 for the elemental 
analysis for all three registration batches and upon FDA request, Baxter has agreed to 
introduce such testing specification in a CBE-0 supplement, as they indicated in their 
May 6, 2013 amendment to the NDA. See below:

“To ensure timely notification to the FDA Baxter proposes a CBE-O submission prior 
to the launch. The updated sections of the eCTD, including new specifications, 
procedures, validation, Master Production Records for our Lessines facility, etc. would 
be submitted in the CBE-O”.

Table below summarizes the anticipated human daily exposure (HDE, ug/day) to each 
of the elemental impurities within the scope of the FDA’s request in relation to 
established, or proposed daily intakes, from the ICH or EMEA.
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Response:
The applicant has resolved the CMC’s labeling issues via email response dated 
September 23, 2013. (see the Attachment-2)

The response is satisfactory.

C. Regarding the Inspection of Facilities

Deficiency 4:

The Office of compliance has not issued an overall “Acceptable” recommendation 
for the facilities involved in this application.

Response:

The Office of compliance has issued an overall “Acceptable” recommendation on 
September 23, 2013 for all the facilities involved in this application. (see the 
Attachment-1)

The response is satisfactory.

Final Recommendation:

From the ONDQA perspective, this NDA is now recommended for APROVAL with an 
expiration dating period of 18 months and PMR/PMC as detailed in the Attachment-3.
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Attachments:

Attachment-1:

EES Report:
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Attachment-3

POSTMARKETING REQUIREMENTS UNDER 505(o)

Application #(s): NDA 204508

Communication Type: Correspondence

Communication Group: NDA Action

Communication Name: Approval

Communication ID: COR-NDAACTION-03

Drafted by: MBB 9/20/13
Clearance History: WI: 09/26/13

RF: 
CP/JK:
DG:

Finalized:
Filename:

Use Statement: Used to issue an Approval letter to application, effective on date of 
letter, when acceptable FPL has already been submitted.

Notes: USE FOR PRESCRIPTION APPROVALS ONLY

Section 505(o)(3) of the FDCA authorizes FDA to require holders of approved drug and biological product 
applications to conduct postmarketing studies and clinical trials for certain purposes, if FDA makes certain 
findings required by the statute.

We have determined that an analysis of spontaneous postmarketing adverse events reported under subsection 
505(k)(1) of the FDCA will not be sufficient to identify an unexpected serious risk of liver injury in pediatric 
and neonatal patients, which may be related to the presence of phytosterols, or identify an unexpected serious 
risk of administration of unfiltered product that contains fragments of the product container. 

Furthermore, the new pharmacovigilance system that FDA is required to establish under section 505(k)(3) of 
the FDCA will not be sufficient to assess this serious risk.  

Therefore, based on appropriate scientific data, FDA has determined that you are required to conduct the 
following:

PMR-1 Develop and validate an appropriate analytical method for determining the individual component phytosterol
content in Clinolipid (lipid injectable emulsion, USP) 20%. 

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

PMR-2 Test the three registration stability batches for the individual component phytosterol content in Clinolipid (lipid 
injectable emulsion, USP) 20% using the analytical methods developed in PMR ####-1.

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

PMR-3 Test for the individual component phytosterol content in all batches of Clinolipid (lipid injectable emulsion, 
USP) 20%, manufactured over a three year period, using the method developed under PMR ####-1.  Based on 
these test results, establish limits for each of the individual component phytosterols in Clinolipid (lipid 
injectable emulsion, USP) 20% in the product specification.
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Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

POSTMARKETING COMMITMENTS NOT SUBJECT TO THE REPORTING REQUIREMENTS 
UNDER SECTION 506B

We remind you of your postmarketing commitments:

PMC-10 Develop and validate an analytical method for determining cholesterol content in Clinolipid (lipid injectable
emulsion, USP) 20%. 

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

PMC-11 Develop and validate an analytical method for determining squalene content in Clinolipid (lipid injectable
emulsion, USP) 20%.  

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

PMC-12 Analyze the three registration stability batches for the cholesterol and squalene content, using the analytical 
methods developed in PMCs ####-10 and ####-11, respectively.

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

PMC-13 Test all batches of Clinolipid (lipid injectable emulsion, USP) 20% manufactured over a three year period for
the cholesterol and squalene content, using analytical methods developed under PMCs #10 and #11, 
respectively.  Based on these test results, establish limits for cholesterol and squalene in the Clinolipid (lipid 
injectable emulsion, USP) 20% product specification.

Final Report Submission: MM/YY*

*Refer to Approval letter for Final report date

Submit chemistry, manufacturing, and controls protocols and all postmarketing final reports to this NDA.  In 
addition, under 21 CFR 314.81(b)(2)(vii) and 314.81(b)(2)(viii) you should include a status summary of each 
commitment in your annual report to this NDA.  The status summary should include expected summary 
completion and final report submission dates, any changes in plans since the last annual report, and, for clinical 
studies/trials, number of patients entered into each study/trial.  All submissions, including supplements, relating 
to these postmarketing commitments should be prominently labeled “Postmarketing Commitment Protocol,” 
“Postmarketing Commitment Final Report,” or “Postmarketing Commitment Correspondence.”

ADDITIONAL COMMENTS

We remind you that in your submission dated May 7, 2013, you have committed to file a Prior Approval 
Supplement to the application to add a comparability protocol for evaluating the effects of changes to the 
manufacturing process for the Clarity container on extractables from these containers.

If you have any questions, call Matthew Brancazio, Pharm.D., Regulatory Project Manager, at (301) 796-
5343.
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TARUN D MEHTA
10/02/2013

MOO JHONG RHEE
10/02/2013
Chief, Branch IV
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TARUN D MEHTA
06/20/2013

MOO JHONG RHEE
06/20/2013
Chief, Branch IV
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

MARIE KOWBLANSKY
03/04/2013

MOO JHONG RHEE
03/04/2013
Chief, Branch IV
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