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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: August 21, 2014

TO: Addendum to Review #2 of NDA 200656, dated June 11, 
2014

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

THROUGH: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV, ONDQA

SUBJECT: Finalized Labels/Labeling  

The previous addendum (6/11/14) for the final APPROVAL recommendation addressed 
unresolved labeling issues noted in the Review #2 (5/22/14). However, further changes 
have been made in the labels during the labeling review including SEALD team, and 
final revised labels were submitted on 8/21/14 (see Attachments), which are deemed 
satisfactory. 

 Established name is changed to “Amino acids, electrolytes, dextrose, and lipid 
injectable emulsion” for intravenous use.

 Strengths were presented in line with the active ingredients. 
 Rephrasing of “ ” to “ ” wording in the product name 

and in the description section of PI

Comment/Recommendation
The changes made in the labels are satisfactory, and the previous APPROVAL 
recommendation made in the Addendum made on June 11, 2014, is still valid. 
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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: June 10, 2014

TO: Review #2 of NDA 200656, dated May 22, 2014

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

THROUGH: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV, ONDQA

SUBJECT: Final Approval Recommendation.

The CMC Review #2 noted the following labeling issues: 

1. Font size of the established name should be enlarged.
2. Lot number and expiration dating period are missing.
3. Regarding PI Labeling:

Storage temperature in How Supplied section should follow the USP format.

Because of these unresolved issues, this NDA was not deemed ready for approval from 
ONDQA perspective.

On May 27, 2014, additional stability data up to 24 months was submitted in the 
amendment 0033 with satisfactory results including no particulates observed in the 
product bags.  

On May 30, 2014, the applicant has revised the labels of immediate container closures of 
Kabiven and Perikabiven with “batch number”, “manufacture date”, and “ ”. 
Also the storage temperature was revised in accordance with the USP format. 

On June 6, 2014, the font size of the established name was increased to the extent of at 
least 50% via the amendment 0036 for all (Kebivan 1026mL, 1540mL, 2053mL, 
2566mL and Perikabiven 1440mL, 1920mL and 2400L) packaging size. (See the 
Attachments I and II)

Recommendation:

Based on the revised labels for the immediate container/closures as well as conformance
of the storage temperature in the “How Supplied” section of PI to the USP format, this 
NDA is now recommended for APPROVAL from the ONDQA perspective with an 
expiration dating period of 24 months.
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MEMORANDUM 
 
Date:  November 8, 2011 
 
To: NDA 200-656 
 
From: Terrance Ocheltree, Ph.D., R.Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: Tertiary review of ONDQA recommendation for “Complete Response” for NDA 200-
656, Lipid Injectable Emulsion with Amino Acids and Electrolytes and Dextrose (Kabiven™ and 

)  
 
I have assessed the ONDQA reviews of NDA 200-656 by Tarun Mehta, Ph.D.  The initial 
ONDQA CMC review was entered into DARRTS on September 28, 2011, with a 
recommendation for a Complete Response due to deficiencies associated with DMF  for 

, , lack of purity assurance and adequate controls of heavy metals for the drug 
product, the “Withhold” recommendation from the Office of Compliance on the manufacturing 
and testing sites acceptability, and pending labeling issues.   
 
Kabiven and  are sterile parenteral nutrition products, each comprising of  
drug substances representing seventeen amino acids,  electrolytes, glucose monohydrate, and 
purified soybean oil.  The products are designed so that the dextrose solution, amino acid and 
electrolyte solution and fat emulsion are contained in separate chambers of a flexible clear 

 bag.  Prior to administration, the seals between the chambers are broken and the 
three fluids are allowed to mix.  The volume of fluid is delivered through a single IV port.  
Kabiven is manufactured in four packaging sizes: 1026 ml, 1540 ml, 2053 ml, and 2566 ml; 

 is manufactured in three sizes: 1440 ml, 1920 ml and 2400 ml. 
 
On July 12, 2011 the Office of Compliance entered an Overall Recommendation of “Withhold” 
into EES.  This recommendation was updated on November 04, 2011, with the same overall 
recommendation.  The Product Quality Microbiology Review, by Denise Miller, entered into 
DARRTS on September 21, 2011 recommends “to approve from a quality microbiology 
standpoint”.  An ONDQA Biopharmaceutics review was not performed for this NDA. 
 
An amendment to the ONDQA CMC review was entered into DARRTS on November 08, 2011,  
in regards to a November 04, 2011 teleconference between the ONDQA CMC review team and 
the applicant in response to a memo sent by the applicant on November 01, 2011.  APP 
described their ongoing stability program in which four of the nine pivotal batches demonstrated 
results above the acceptance limit for particulate matter. APP identified the particles present in 
the lipid chamber of the IV bag as .  The particles are thought to be caused 
by migration of components from the stopper. 
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Based on the data submitted to the NDA and the above teleconference, an expiration dating 
period for the product has not been established. The FDA agreed that a -month expiration 
period may be acceptable if data from additional studies, including refrigerated conditions, 
support the period.   It is expected that this data will be reviewed in the next review cycle.  
 
The Drug Master Files (DMF)   
were reviewed for the drug substances utilized for this NDA and were found to be “Adequate” to 
support this NDA.  However, the DMF for the drug substance  (DMF ) was 
found to be “Inadequate” by Dr. Mehta to support this NDA.  Of interest for this NDA, egg 
phospholipid, which is commonly used as an excipient, is treated as a drug substance due to its 
contribution of phosphate to the drug product.  This DMF (DMF ) was found “Adequate” to 
support NDA 200-656. 
 
Secondary review of the CMC reviews was performed by Moo-Jhong Rhee, Ph.D. 
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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:    November 08, 2011 
 
TO:     Review #1 of NDA 200656 
 
FROM:    Tarun Mehta, M.Sc. 

Review Chemist, ONDQA 
 

SUBJECT:  Revised Expiration Dating Period.  
 
 

1. SUMMARY  
The Review #1 indicated that the proposed 24-month expiration dating period is 
acceptable based on the submitted 24 months real time stability data.  

 
However, the applicant had submitted the memo via email dated November 01, 
2011 notifying the out of specification results for the limit of particulate matter in 
their stability batches.  

 
The applicant states in the memo that,  

“The Kabiven and  drug product’s out of specification 
(OOS) results for the limit of particulate matter (according to USP <788>) 
have been obtained for four of the nine pivotal batches submitted at test 
point 24 months. Up to 12 months all results for particulate matter were 
within specification for all nine batches. Three of the pivotal batches are 
still ongoing. Additional testing for particulate matter was recently 
performed on these three batches (after 16 months storage), were results 
above specification were obtained for one of them.” 

 
The applicant had investigated the probable root cause of these OOS results and 
found:  

1. The particles were found only in the chamber containing lipid emulsion.  
2. The particles were characterized using FTIR and SEM-DEX showing that 

they consist of fatty acid and , most likely .  
3. The source of the  is believed to be leached from the stopper, and fatty 

acids (of varying carbon chains including stearic acid) are derived from 
the hydrolysis of the lipid constituents of the soybean oil emulsion. 

 
Based on the finding and root-cause analysis, the applicant commits to implement 
the following corrective actions: 

1. Fresenius Kabi will implement a modified stopper to reduce the amount of 
. 
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Consults:  Because of the three-compartment design of the bag,  A formal Consult will be 
requested from CDRH. 
 
Microbiology: The microbiology staff will review issues related to product sterility. 

B. Critical issues for review 
 

Fresenius Kabi, has extensive experience manufacturing these types of products and 
consequently has prepared what looks like a well documented submission (although several 
contacts were required with the company to obtain a complete and accurate list of 
manufacturing sites).  The following issues may require particular consideration by the 
reviewer: 

 
-- The purified egg phospholipids are .  Measures need to be taken to ensure 
that appropriate testing for this type of material is conducted. (It may be helpful to refer to the 
Intralipid NDAs mentioned above.)  A consult may be required to ensure that there is no viral 
contamination from this excipient. 
 
-- Attention should be given to the plastic bag that is used for this product.  In addition to 
general USP <661> requirements with regard to leachables, attention should be directed to 
ensuring that product specific compatibility with the  container has been evaluated, 
including the sealable strips that separate the individual compartments. 
 
-- The specification requires that the contents of the mixed bag be tested for aluminum 
content (<  µg/mL).  USP requires labeling that states that the product “Contains no more 
than 25 µg/L of aluminum”.  Thus this limit must be met at expiry. 
 
-- According to USP <729> globule size and distribution need to be controlled within 
specified limits, since globule size is related to infusion safety.  Although the globule 
size is controlled in the individual lipid compartment, there is no testing of globule 
size for the mixed solution.  Consideration should be given as to whether this should 
be required. 
 
-- The proposed name is Kabiven™  and  

.  Consideration should be given as to what the correct established 
name should be. 
 

 

C. Comments for 74-Day Letter --  
None 

 
D. Recommendation – From the CMC perspective this application may be filed 
 
 
 Marie Kowblansky, PhD    3/23/2011  
 Pharmaceutical Assessment Lead    
 
 Moo-Jhong Rhee, PhD    3/23/2011  
 Branch Chief  
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