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EXCLUSIVITY SUMMARY

NDA # 204508  SUPPL # HFD # 

Trade Name  Clinolipid

Generic Name  Lipid Injectable Emulsion, USP, 20%

Applicant Name  Baxter Healthcare Corporation    

Approval Date, If Known  PDUFA Date 10/03/13

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA# 18449 Intralipid 20%

NDA# 18969 Liposyn III 20%

NDA# 19531 Nutrilipid 20%

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
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demonstrate the safety and effectiveness of this drug product? 

YES NO 

     If yes, explain: The product has been marketed outside the United States for many years and there 
are a number of academic clinical studies available which are mostly relevant for safety in adults but 
also contain efficacy data, however, by themselves not sufficient to make a determination of 
effectiveness                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

C89 CSW 6/3 08F and C89 CSW 6/3 10F

ATTENTION: We believe that based on the definition below, these studies are technically 
bioavailability studies; however, given that they assess clinical endpoints, they were listed as 
clinical investigations.
                    

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1   YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:
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b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"):

same as in 2(c)

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # YES !  NO   
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!  Explain: 
                               

   
                                                            

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   Baxter conducted these studies 
outside of the United States

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:
Baxter conducted these studies 
outside of the United States

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Matthew Brancazio & Klaus Gottlieb                   
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Title:  Regulatory Project Manager and Medical Officer
Date:  September 24, 2013

                                                      
Name of Office/Division Director signing form:  Donna Griebel, M.D.
Title:  Division Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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 [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.  

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification?

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below.  If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.  

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant? 

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.   

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).  

If “No,” continue with question (5).

  Yes          No        

  Yes          No

  Yes          No

  Yes          No
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Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 

right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts. 

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).
  
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 

support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2). 

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference. 

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

TELECON MEETING MINUTES

Meeting Date and Time:  May 20, 2013 12:00 PM EST
Application Number: NDA 204508
Product Name: Clinolipid
Location: CDER WO 22 ROOM 5270
Indication: Parenteral nutrition

Meeting Chair: Rob Fiorentino
Meeting Recorder: Matt Brancazio

FDA Attendees:
Donna Griebel, M.D., Director, Division of Gastroenterology and Inborn Errors Products
Andrew Mulberg, M.D., Deputy Director, Division of Gastroenterology and Inborn Errors 
Products
Robert Fiorentino, M.D., M.P.H., Medical Team Leader, Division of Gastroenterology and 
Inborn Errors Products
Matt Brancazio, Pharm.D., Regulatory Project Manager, Division of Gastroenterology and 
Inborn Errors Products
Dinesh Gautam, Ph.D., Pharmacology Reviewer, Division of Gastroenterology and Inborn Errors 
Products
Sushanta Chakder, Ph.D., Supervisory Pharmacologist, Division of Gastroenterology and Inborn 
Errors Products
Tarun Mehta, M.S.c., CMC Reviewer, Office of New Drug Quality Assessment
Marie Kowblansky, Ph.D., CMC Lead, Office of New Drug Quality Assessment
Denise Miller, B.S., Microbiology Reviewer, OPS/New Drug Microbiology Staff
Jason To, B.S., Lead Regulatory Scientific Reviewer, Office of Device Evaluation
Klaus Gottlieb, M.D., Medical Officer, Division of Gastroenterology and Inborn Errors Products
Jaqueline Ryan, M.D., Combination Products Team Leader, Center for Devices and Radiological 
Health
Wes Ishihara, Chief, Project Management Staff, Division of Gastroenterology and Inborn Errors 
Products

External Constituent Attendees (Baxter):
Mary Hise, Clinical
Jan Eilert, CMC
Susan Schwabe, Global Regulatory Lead
Stacey Thompson, Regulatory Pre-CMC
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Samantha Turzynski, Regulatory Pre-CMC
Glenn Dennis, Regulatory Pre-CMC
Kathy O’Neill, Global Regulatory

Call-in toll-free number: Conference Code: 

1. BACKGROUND:
Baxter Healthcare Corporation submitted NDA 204508 for review by the Division of 
Gastroenterology and Inborn Errors Products.  This review was subsequently granted a 
priority review and the PDUFA goal date was set to July 3, 2013.  This teleconference is 
to discuss with the sponsor several issues relating to the Product Quality, Microbiology, 
and Device aspects of the product under review.  

2. DISCUSSION:

2.1. Product Quality
1.  Extractables/Leachables
FDA expresses concern over an explanation regarding use of a model compound such as 
pentane versus actual finished product.  FDA further expresses concern over the not 
searching for certain compounds in the study (noted with dashes in the study).  FDA 
further expresses concern with 12 compounds “missing” from the leachables table, but 
were found in the extractable study.  FDA requests an explanation and a measurement of 
those compounds designated with dashes focused on the CLARITY container for NDA 
204508 and the product under review.  

2.  Process Change Protocol for Clarity Container System
FDA expressed concern with the testing of the bag if Baxter makes a future 
manufacturing change.  FDA suggests a post-marketing commitment describing the 
testing of the protocol for the bag.  Baxter agrees.

3.  Status of Phytosterol Testing
FDA expresses concern for the development and validation of a method for testing 
phytosterols.  FDA requests that the finished product be tested due to the variance of the 
originating materials.  FDA suggests testing for a wide array of phytosterols similar to the 
2011 study with 12 different phytosterols versus other manufacturers as a blueprint for 
the finished product.   FDA will not commit to the sponsor’s request of testing just 3 
phytosterols until the array of phytosterols show which phytosterols could be control.  
Baxter does not think it will be possible before PDUFA date.   Baxter is unable to clarify 
timeline at this point. 

2.2. Micro
FDA expresses concern about the lack of data supporting the container closure integrity 
of the entire 1 liter bag.  The studies submitted to date are supportive of the integrity of 
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the ports only. It is requested that Baxter provide information that supports the integrity 
of the entire container closure system.  This may be in the form of additional integrity 
studies or manufacturing controls that may be in place that ensures the entire 1 liter bag 
with ports is integral.

2.3. CDRH/GHDB
FDA expresses concern with ISO 15747 “Plastic Containers for Intravenous Injections,” 
specifically Annex A “Physical Tests”.  The physical tests should be performed and 
demonstrate that the final finished device is safe and effective when exposed to external 
conditions during actual use including, but not limited to, temperature, pressure, drops, 
leakage, etc.   It is requested that the sponsor perform these tests per the reference ISO 
standard.

Discussion:  in Europe on holiday today.  Annex A information for ingress? Testing and 
USP testing submitted on 5/15.  

Action: timeline 1 week for submission of information or plan/protocol.  

3. ACTION ITEMS:

3.1. Baxter
1.  Internal discussion regarding information provided
2.  Baxter to submit explanation of the use of pentane versus the actual product for 
extractables and to provide an explanation for the compounds designated with dashes. (1 
week timeline)
3.  Baxter to provide justification regarding the 3 “control” phytosterols and submit to 
FDA for review/modification (2 week timeline).
4.  Baxter to submit justification of the resealing percentage of the container for FDA 
review (1 week timeline).
5.  Baxter to submit Annex A information and justification for FDA review (1 week 
timeline).
6.  Respond regarding issues raised during teleconference and schedule an additional 
teleconference to discuss submission strategy.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 204508  
  LABELING PMR/PMC DISCUSSION COMMENTS 
 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your January 3, 2013, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid (lipid injectable emulsion, 
USP) 20%. 
 
We also refer to our June 26, 2013, letter in which we notified you of our target date of 
September 19, 2013 for communicating labeling changes and/or postmarketing 
requirements/commitments in accordance with the “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.” 
 
On March 15, 2013, we received your March 15, 2013, proposed labeling submission to this 
application, and have proposed revisions that are included as an enclosure.   
 
If you have any questions, call me, Regulatory Project Manager, at (301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Matthew Brancazio, Pharm.D.  
Regulatory Project Manager 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURE: Package Insert 

Reference ID: 3372479

23 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid Lipid Injectable Emulsion, 
USP, 20%. 
 
We are reviewing the clinical sections of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

1. Using the 14 active-controlled studies with soybean oil-based lipids as a comparator, 
present adverse reactions (numbers and percentages) by population groups/indications 
such as elective surgery, trauma surgery, gastrointestinal dysfunction-short-term use, 
gastrointestinal dysfunction-long-term use, burns, and “other.”  You may use other 
categories of your own choosing in order to create sufficiently homogenous TPN user-
groups. 
 

If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3363091
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid Lipid Injectable Emulsion, 
USP, 20%. 
 
We also refer to your August 9, 2013, submission, containing information related to a recently 
issued MedEffect e-notice from Health Canada noting the potential for the presence of particles 
from the administration port material of Clinoleic 20%. Your submission stated that Baxter is 
currently designing a study to duplicate the Twist Off Protector (TOP) membrane separation.   
 
In reviewing your August 9, 2013, submission, we have the following additional information 
requests.  We request a prompt written response in order to continue our evaluation of your 
NDA.   
 

1. Provide the study protocol and timeline for completion for the TOP membrane separation 
study. 
 

2. Submit the complaints and narratives that initiated the MedEffect e-notice. 
 

3. Provide the names of other products currently using the Clarity container system both 
within the United States and internationally as well as any similar complaints and/or 
errors associated with the TOP membrane separation. 

 
4. Provide any usability testing performed on the Clarity container and the results of that 

usability testing. 
 

5. A reference is made to a medical risk assessment which concluded that the generation of 
particulate matter upon spiking of the Clarity container was low.   Provide this medical 
risk assessment.  

Reference ID: 3355470



NDA 204508 
Page 2 
 
 
 
If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

Reference ID: 3355470
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NDA 204508 

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your January 3, 2013, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for ClinOleic 20% Lipid Injectable 
Emulsion, USP. 
 
On June 7, 2013, we received your June 7, 2013, solicited major amendment to this application.  
Therefore, we are extending the goal date by three months to provide time for a full review of the 
submission.  The extended user fee goal date is October 3, 2013. 

We also note that we are awaiting your final submission in response to our April 30, 2013, 
Information Request.  This request, for Annex A.3 of ISO 15747, is a critical portion of the 
review and was clarified during the May 20, 2013, teleconference between Baxter Healthcare 
Corporation and the Division of Gastroenterology and Inborn Errors Products.   

In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by September 
19, 2013. 
 
If you have any questions, call Matthew Brancazio, Pharm.D., Regulatory Project Manager, at 
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
Brian Strongin, R.Ph., M.B.A. 
Chief Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204508 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Baxter Healthcare Corporation 
25212 W. Illinois Route 120 
Round Lake, IL  60073 
 
ATTENTION:  Kathleen O’Neill 

  Director, Global Regulatory Affairs 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) dated January 2, 2013, received  
January 3, 2013, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for Lipid Injectable Emulsion, USP, 20%. 
 
We also refer to your March 25, 2013, correspondence, received March 26, 2013, requesting 
review of your proposed proprietary name, Clinolipid.  Please also refer to your April 26, 2013, 
amendment to that request.  We have completed our review of the proposed proprietary name, 
Clinolipid, and have concluded that it is acceptable.  
 
The proposed proprietary name, Clinolipid, will be re-reviewed 90 days prior to the approval of 
the NDA.  If we find the name unacceptable following the re-review, we will notify you.   
 
If any of the proposed product characteristics as stated in your March 26, 2013, and  
April 26, 2013, submission are altered prior to approval of the marketing application, the 
proprietary name should be resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Phong Do, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-4795.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Matthew Brancazio at (301) 796-5343.   
 
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

 

Reference ID: 3329260



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

CAROL A HOLQUIST
06/21/2013

Reference ID: 3329260



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

1 2.7.3 Summary of Clinical Efficacy. ClinOleic 20% Lipid Injectable Emulsion, USP Page 123 of 158 
2 Roongpisuthipong, Wanjarus, et al. "Essential fatty acid deficiency while a patient receiving fat regimen total 
parenteral nutrition." BMJ Case Reports 2012 (2012). 
3 2.7.3 Summary of Clinical Efficacy. ClinOleic 20% Lipid Injectable Emulsion, USP Page 128 of 158. Table 16. 
 

 
NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid Lipid Injectable Emulsion, 
USP, 20%. 
 
We are reviewing the clinical sections of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

1. You previously stated:  “Baxter is not aware of Essential Fatty Acid Disease (EFAD) 
occurring in patients receiving either ClinOleic or Intralipid as part of their parenteral 
nutrition regimen (i.e., no Adverse Events (AEs) of EFAD have been reported to Baxter 
or published in the medical literature). Cases of EFAD that have been reported in the 
literature result from the administration of lipid-free parenteral nutrition. However, it is 
clear that an inadequate supply of Essential Fatty Acid (EFA) can lead to EFAD in 
patients receiving parenteral nutrition.1 ” 
 
FDA has identified a case report where Essential Fatty Acid Disease (EFAD) developed 
within 2 weeks in an adult postsurgical patient who received a reduced amount of lipids 
because of hypertriglyceridemia. In particular, we note that the product used appears to 
have had twice the linoleic acid concentration of Clinolipid2. 
 
This seems to suggest that under certain clinical scenarios, it is possible that EFAD may 
occur when Clinolipid is the sole source of lipids, especially when the EFA requirements 
are high (such as in preterm infants) and the daily dose is reduced.  
 
Please provide your perspective on this case report and provide a list of other 
clinical scenarios in which patients receiving Clinolipid may be at a higher risk 
EFAD.  

Reference ID: 3310376
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1 2.7.3 Summary of Clinical Efficacy. ClinOleic 20% Lipid Injectable Emulsion, USP Page 123 of 158 
2 Roongpisuthipong, Wanjarus, et al. "Essential fatty acid deficiency while a patient receiving fat regimen total 
parenteral nutrition." BMJ Case Reports 2012 (2012). 
3 2.7.3 Summary of Clinical Efficacy. ClinOleic 20% Lipid Injectable Emulsion, USP Page 128 of 158. Table 16. 
 

 
2. We acknowledge your calculation of the Holman index for the three submitted pediatric 

studies3; however, we note that: 
a. Study C 88 CSW 6/3 03 F had a treatment duration of 17 ± 5 days and a total of 

18 patients. The primary and secondary endpoints are not stated and the 
evaluation of EFA was not stated as a goal. The statistical analysis plan lacks a 
sample size calculation. 

 
b. Study CT 2402/P14/93/F had a mean duration of 56 days. The sample size does 

appear to have been adequately justified. In addition, evaluation of EFA was not 
pre-specified as an objective and the lipid dose was individually adjusted at the 
discretion of the provider. 

 
c. Study CT 2402/P15/94/G was conducted in premature infants (28 to 36 weeks). 

The duration of treatment was only 7 days. 
 
It does not appear that the above studies, by themselves, exclude a risk of EFAD with 
Clinolipid. We are especially concerned about the absence of adequate long-term data in 
the population of premature infants. We also note that in the short-term study CT 
2402/P15/94/G, the Holman index (group average) associated with Clinolipid was 5 
times higher at the end of the 7-day period than the one associated with Intralipid. 
Although we acknowledge that this was below the cutoff for EFAD, this change occurred 
within 7 days and potentially could have continued to increase if follow-up had been 
longer. We further note that your data are calculated ratios of reported means. This 
approach could easily obscure the occurrence of EFA in isolated patients. 
 
Please provide comments on these observations and whether there is existing longer 
term data that suggests this is not a clinical concern. 

 
If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3310376
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid Lipid Injectable Emulsion. 
 
We are reviewing the clinical sections of your submission and have the following information 
request.  We request a prompt written response in order to continue our evaluation of your NDA. 
 

1. Summarize the results of the studies that measured immune function, lipid peroxidation, 
or any measure relevant to nutritional immunology comparing Clinolipid with a soybean 
oil-based lipid comparator both in the Baxter studies contained in this NDA and in the 
published literature.  
 
a. Present the data in tables that show individual results of these studies organized 

by age groups and analysis type or parameter.  For example, TBARS followed 
by a discussion and conclusion.  

b. Organize the table in manner that allows for comparison of the data between 
Clinolipid and comparators. 

 
If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for ClinOleic 20% Lipid Injectable 
Emulsion, USP. 
 
We are reviewing the chemistry, manufacturing, and control (CMC) section of your submission 
and have the following comments and information requests.  We request a prompt written 
response in order to continue our evaluation of your NDA. 
 

1. Add testing and limits for phytosterol content to the drug product specification. 
  
If you have any questions, call LCDR Matt Brancazio, Pharm.D., Regulatory Project Manager, at 
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3303339



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RICHARD W ISHIHARA
05/03/2013

Reference ID: 3303339



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Clinolipid Lipid Injectable Emulsion, 
USP, 20%. 
 
We are reviewing the d sections of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

1. Provide a detailed rationale and justification as to why you chose to test only according to 
USP monograph <381>: penetrability, fragmentation, and self-sealing capacity.   
 

2. Provide the test reports of the following functional tests per USP monograph <381>: 
penetrability, fragmentation, and self-sealing capacity.  Ensure that your response 
outlines the procedures, conditions, and parameters in which the device was subjected to, 
and explain how this testing demonstrates the final, finished device’s resistance to 
external exposures during actual use including, but not limited to, temperature, 
pressure/altitude, humidity, drops, leakage, penetrability, self-sealing, etc. 

 
If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3301647



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RICHARD W ISHIHARA
04/30/2013

Reference ID: 3301647



 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 204508 
PROPRIETARY NAME REQUEST  

WITHDRAWN 
   

Baxter Healthcare Corporation 
25212 W. Illinois Route 120 
Round Lake, IL  60073 
 
ATTENTION:  Kathleen O’Neill 

  Director, Global Regulatory Affairs 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) dated and received January 3, 2013, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Lipid 
Injectable Emulsion, USP, 20%. 
 
We acknowledge receipt of your March 25, 2013, correspondence, on March 26, 2013, notifying 
us that you are withdrawing your request for a review of the proposed proprietary name 

  This proposed proprietary name request is considered withdrawn as of March 
26, 2013.   
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Phong Do, Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301)796-4795.  For any other information regarding this 
application, contact Matthew Brancazio, Regulatory Project Manager in the Office of New Drugs 
(OND), at (301) 796-5343.  
 
 

 
Sincerely, 

 
     {See appended electronic signature page}   
      

Carol Holquist, RPh 
                                                       Director  

     Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 204508 
 GENERAL ADVICE 
 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director- Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ClinOleic 20% Lipid Injection Emulsion, USP 
 
We also refer to your January 3, 2013, submission, containing a new drug applicantion. 
 
We contacted you on Wednesday, March 13, 2013, requesting a t-con to discuss your leachable 
and extractable data in DMF  specifically your pentane extraction studies, Tables E1 and 
E2. 
 
If you have any questions, call Cathy Tran-Zwanetz, Regulatory Project Manager, at (301) 796-
3877. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Marie Kowblansky, Ph.D. 
CMC Lead 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

 
 
 
 
 
 
 
Enclosed: Meeting minutes from the t-con 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Date and Time: March 18, 2013 12:00 PM-12:30 PM 
 
Application Number: NDA 204508 
 
FDA ATTENDEES: 
Office of New Drug Quality Assessment 
Marie Kowblansky, Ph.D., CMC Lead 
Tarun Mehta, Ph.D., ONDQA Reviewer 
Cathy Tran-Zwanetz, Regulatory Project Manager 
 
Office of New Drug- Division of Gastroenterology and Inborn Errors Products 
Matthew Brancazio, PharmD 
 
 
SPONSOR ATTENDEES: 
Jerry Gass, Research and Development 
Denis Jenke, Research and Development 
Stacey Thompson, Global Regulatory Affairs 
Glenn Dennis, Global Regulatory Affairs 
Susan Schwabe, Global Regulatory Affairs 
 
1.0 BACKGROUND 
 
FDA requested this meeting to discuss information that would need to be clarified or submitted 
to the NDA application or to the the applicant’s DMF  
 
2. DISCUSSION 
The following issues were discussed: 
 
1.  The meaning of the dashes in Table E2 regarding leachables from the  bag 
would need to be defined.  Do these dashes mean that the testing did not include testing for 
the particular compounds designated by the dashes or that they were not detected in the 
test? If they were not detected, the limit of detection needs to be stated. 
 
2. The application states that pentane has been used as a nonpolar solvent for extraction 
studies from the  bag, but FDA could not find the extraction study data in the 
application.  The applicant was requested to submit this data or provide detailed 
information regarding the location of this information in the submission.  FDA further 
stated that the pentane extractables fingerprint may be a suitable approach for qualifying 
any future manufacturing changes that may be made to the bag or its components; a two 
year leachables study would not be practical for this purpose.  After some discussion FDA 
recommended that a comparability protocol be submitted to deal with changes to the 
manufacturing process for the bag.  Although the applicant suggested that a comparability 
protocol was not required because such changes would be reported in supplements, FDA 

Reference ID: 3281440
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
MEETING DATE:   March 7, 2013 
TIME:    3:30 PM 
LOCATION:   WO 22 Room 5440 
APPLICATION:   NDA 204508 
DRUG NAME:    (lipid injectable emulsion USP)  
TYPE OF MEETING:  Proposed Proprietary Name 
 
MEETING CHAIR:  Denise Baugh 
 
MEETING RECORDER:  Phong Do 
 
FDA ATTENDEES: 
 

Lubna Merchant, Pharm.D., M.S., Team Leader, DMEPA 
Denise Baugh, Pharm.D., Safety Evaluator, DMEPA 
Phong Do, Pharm.D., SRPM 
Tarun Mehta, CMC reviewer, DNDQA2 

 
EXTERNAL CONSTITUENT ATTENDEES: 
 

Mary Hise, Global Medical Affairs, Nutrition 
Julie Retzinger, Regulatory, Global Strategic Labeling 
Christine Synder, Global Marketing 
Amy Giertych, Global Regulatory Affairs 
Kathy O’Neill, Global Regulatory Affairs 
Sue Schwabe, Global Regulatory Affairs 

 

Background 
Baxter Healthcare Corporation (Baxter) submitted the proposed primary proprietary name, 

 for NDA 204508 on January 24, 2013. 
 
DMEPA requested this teleconference to inform Baxter of preliminary concerns identified 
during the review of the proposed proprietary name, . 
 
Product Information 

Reference ID: 3273131
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1. Wait for DMEPA to complete the review of  by the OSE PDUFA goal date 
of April 24, 2013 and issue a formal decision (most likely a denial of the name). 

2. Withdraw the proposed name, , and submit another name for review. 
 
The sponsor decided to discuss their options internally and will respond to the FDA with their 
decision by March 14, 2013. 

Reference ID: 3273131
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 204508 

 
FILING COMMUNICATION 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director, Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) dated January 3, 2013, received 
January 3, 2013, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for ClinOleic 20% Lipid Injectable Emulsion, USP. 
 
We also refer to your amendments dated January 24, February 11, and February 22, 2013. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority. Therefore, the user fee goal date is July 3, 2013. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by 
June 12, 2013.  
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
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Highlights (HL): 

1. White space must be present before each major heading in HL.  White space was omitted 
between Drug Interactions heading and Use in Specified Populations heading. 

2. Each summarized statement in HL must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contains more detailed information. The preferred 
format is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each 
information summary (e.g. end of each bullet).  Include the reference section for the 
summarized statement in the Adverse Reactions section of HL. 

3. The date identified under the Initial U.S. Approval in HL must refer to the four-digit year 
in which FDA initially approved a new molecular entity.  The date identified should be 
1975. 

4. For the Boxed Warning, all text must be bolded. 
 
Contents: Table of Contents (TOC) 

5. The title for the Boxed Warning must be bolded.  The box around the title may be 
removed.  

6. All section headings must be bolded and in UPPER CASE.  “WARNINGS and 
PRECAUTIONS” should be “WARNINGS AND PRECAUTIONS”. 

7. All subsection headings must be indented. 
 
Full Prescribing Information: 

8. For the Boxed Warning, all text must be bolded. 
 
We request that you resubmit labeling that addresses these issues by March 15, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert.  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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Do not submit launch materials until you have received our proposed revisions to the package 
insert, and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
 
REQUIRED PEDIATRIC ASSESSMENTS  
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
 
Because none of these criteria apply to your application, you are exempt from this requirement.  
 
If you have any questions, call Matt Brancazio, Regulatory Project Manager, at (301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for ClinOleic 20% Lipid Injectable 
Emulsion, USP. 
 
We are reviewing the regulatory, chemistry, manufacturing, and control, and non-clinical 
sections of your submission and have the following comments and information requests.  We 
request a prompt written response in order to continue our evaluation of your NDA. 
 

1. Non-Clinical 
a.  was identified as one of the leachables 

under simulated use condition of your product.  No safety information for this 
leachable was provided in the NDA submission.  Please provide a nonclinical 
safety assessment of  based on its potential genotoxicity and general 
toxicity following repeated administration of the compound.   
 

2. Chemistry, Manufacturing, and Control 
a. Please submit three hard copies of the Methods Validation packages. 

 
3. Regulatory 

a. Per FD&C Act 306(k)(1), any application for approval of a drug product shall 
include a certification that the applicant did not and will not use in any capacity 
the services of any person debarred under subsection (a) or (b) [section 306(a) or 
(b)] in connection with such application. Submit the debarment certification for 
your application. 
 

b. Submit financial disclosure forms FDA 3454 and/or 3455 with authorized signature per 
21 CFR 54.4(a)(1) and (3), as appropriate. 
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If you have any questions, call Matt Brancazio, Pharm.D., Regulatory Project Manager, at  
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204508 INFORMATION REQUEST 

 
Baxter Healthcare Corporation 
Attention: Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
Dear Ms. O’Neill: 
 
Please refer to your New Drug Application (NDA) submitted January 3, 2013, under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for ClinOleic 20% Lipid Injectable 
Emulsion, USP. 
 
We have the following comments and information requests.   
 

1. Provide four samples of ClinOleic 20% to assist us in the review of the application from a 
medication errors perspective.  Based upon our post marketing experience, medication 
errors can occur as a result of misinterpretation of the name as well as during the 
patient's/healthcare provider's interaction with the actual product.  Therefore, we would 
like a sample that represents in every way what Baxter Healthcare Corporation intends 
to introduce into the marketplace (e.g., with the proposed name and all other proposed 
information affixed to the bag).  

 
If you have any questions, call LCDR Matt Brancazio, Pharm.D., Regulatory Project Manager, at 
(301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
R. Wesley Ishihara 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 20458  

NDA ACKNOWLEDGMENT 
 
Baxter Healthcare Corporation 
Attention:  Kathleen O’Neill 
Director – Global Regulatory Affairs 
25212 W. Illinois Route 120 
Round Lake, Illinois 60073 
 
 
Dear Ms. O’Neill: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: ClinOleic 20% (20% Lipid Injectable Emulsion, USP) 
 
Date of Application: January 3, 2012 
 
Date of Receipt: January 3, 2012 
 
Our Reference Number:  NDA 204508 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on March 4, 2013, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Gastroenterology and Inborn Errors Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
If you have any questions, call me, Regulatory Project Manager, at (301) 796-5343. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
LCDR Matt Brancazio, Pharm.D. 
Regulatory Project Manager 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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PIND 74,881 MEETING MINUTES 
 
Baxter Healthcare Corporation 
Attention: Susan Schwabe 
Global Regulatory Affairs 
1620 Waukegan Road 
McGaw Park, Illinois 60085 
 
 
Dear Ms. Schwabe: 
 
Please refer to your Pre-Investigational New Drug Application (PIND) file for ClinOleic 20% 
Intravenous Lipid Emulsion. 
 
We also refer to the meeting between representatives of your firm and the FDA on July 13, 2011.  
The purpose of the meeting was to obtain agreement with the Agency on the requirements to 
support registration of ClinOleic 20% Intravenous Lipid Emulsion (ClinOleic) in the United 
States (US). 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-0942. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

  
Frances Fahnbulleh, PharmD 
Regulatory Health Project Manager 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
Enclosure: 
 
1) Meeting Minutes 
2) Sponsor Slide Presentation 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: Pre-NDA 
Meeting Date and Time: July 13, 2011 
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 22, Conference Room: 1417 
 
Application Number:            PIND 74, 881 
Product Name:  ClinOleic 20% Intravenous Lipid Emulsion. 
 
Indication: ClinOleic is indicated for parenteral nutrition when oral or 

enteral nutrition is not possible, insufficient, or 
contraindicated.  

 
Sponsor/Applicant Name: Baxter Healthcare Corporation 
 
Meeting Chair:  Robert Fiorentino, M.D., M.P.H., Medical Team Leader 
 
Meeting Recorder:  Frances Fahnbulleh, Pharm.D, Regulatory Project Manager 
 
 
FDA ATTENDEES 
  

Andrew Mulberg, M.D., FAAP, CPI, Deputy Director, Division of Gastroenterology 
and Inborn Errors Products (DGIEP) 

Joyce Korvick, M.D., Deputy Director of Safety, DGIEP 

Robert Fiorentino, M.D., MPH, Medical Team Leader, DGIEP 

Helen Sile, M.D., Medical Reviewer, DGIEP 

Dinesh Gautam, PhD., Pharm/tox Reviewer, DGIEP 

Sushanta Chakder, PhD., Pharm/tox Supervisor, DGIEP 

Marie Kowblansky, PhD., CMC Lead, Office of New Drug Quality Assessment 

Maria Walsh, RN, MS, Associate Director for Regulatory Affairs, Office of Drug 
Evaluation III 

Frances Fahnbulleh, PharmD, Regulatory Health Project Manager, DGIEP 
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Hari Sachs, M.D., Medical Team Leader, Pediatric and Maternal Health Staff 
(PMHS) 

Laurie Conklin, M.D., Medical Reviewer, PMHS 

Jouhayna Saliba, PharmD, Sr. Regulatory Program Manager, CDER Drug Shortage 
Program 

George Greeley, Project Manager, PMHS 

Sue Chih Lee, PhD, Team Leader, Office of Clinical Pharmacology 

 
SPONSOR ATTENDEES 

 

Susan Schwabe, MS Senior Manager, Global Regulatory Affairs 

Amy Giertych Senior Director, Global Regulatory Affairs 

Mary Hise, PhD, RD Director Clinical and Medical Affairs, Nutrition 

Gary Zaloga, MD, MSc Global Medical Director, Nutrition 

Fouad Amer, MD, MPH Senior Medical Director, Nutrition 

Jerome Gass, DVM, DA, CVP, DABT, Principal Scientist, Pathobiology 

William Zhao, PhD, Director, Biostatistics, Medical Products
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1.0 BACKGROUND 
 
Baxter is requesting a Type B meeting to discuss a potential alternative lipid emulsion that would 
address the current shortage situation.  The product is registered in numerous countries outside of 
the US (most European countries, Canada, Australia, China and other countries worldwide). 
Additionally, two investigator- initiated INDs have been opened in the US. 
ClinOleic is comprised of a mixture of refined olive oil and refined soybean oil in an 
approximate ratio of 4:1 (Olive: Soy).  ClinOleic is indicated for Parenteral Nutrition when oral 
or enteral nutrition is not possible, insufficient or contraindicated. As a lipid emulsion, ClinOleic 
provides a source of calories and essential fatty acids for patients requiring parenteral nutrition. It 
was developed to provide an IV lipid emulsion having a lower proportion of polyunsaturated 
fatty acids while still providing an adequate amount of essential fatty acids (EFA) to prevent 
EFA deficiency in adult and pediatric patients requiring parenteral nutrition. 
 
MEETING OBJECTIVES 
 
The purpose of the meeting is to obtain agreement from the Agency on the requirements to 
support registration of the lipid product in the US. 
The meeting objectives are to: 1) Introduce ClinOleic 20% IV lipid emulsion to the Agency 
 2) Obtain agreement from the Agency that nonclinical and clinical data generated to date will 
support registration of ClinOleic 3) Obtain agreement from the Agency that pediatric clinical 
data will support an indication in the pediatric population. 
 
2. DISCUSSION 
 
Question #1:  Nonclinical 

Baxter has conducted a series of nonclinical studies that characterize the safety profile of 
ClinOleic.  These studies have supported the marketing authorizations in the European Union 
(EU), Canada, Australia, China, and numerous other countries worldwide.  These studies include 
single- and repeat-dose toxicity studies and pharmacokinetic and pharmacodynamic studies in 
multiple species, including rat and dog.  A summary of the nonclinical data that will be included 
in the ClinOleic NDA is provided in Attachment 2 – Section 2.4 Nonclinincal Overview. 

It is Baxter’s position that the nonclinical studies that evaluated ClinOleic support the clinical 
safety of the product for the intended patient population and are adequate to support product 
registration for the proposed indication.   

Does the Agency concur? 
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FDA Response to Question #1: 
Nonclinical studies conducted with ClinOleic appear to support the safety of the product 
for the intended patient population. However, we will need to review the full study reports 
to assess the nonclinical safety of the product.   

Discussion:  The sponsor accepted FDA’s response, no discussion occurred  

Quueessttiioonn  ##11aa::  CCliinniiccal  

Baxter intends to submit the following body of clinical data in a 505(b)(1) NDA for ClinOleic 
for the proposed indication and intended patient populations: 

• Data from 15 ClinOleic clinical trials and 3 additional clinical trials that evaluated triple-
chamber combination products (OliClinomel and Olimel) containing the ClinOleic 
emulsion in adults demonstrating the lipid emulsion provides a source of calories and 
essential fatty acids for patients requiring parenteral nutrition. 

• Clinical efficacy and safety data from 3 ClinOleic trials and 1 additional trial that 
evaluated a triple-chamber combination product (Numeta) containing the ClinOleic 
emulsion conducted in a pediatric population. 

• A cumulative summary of Periodic Safety Update Reports for the ClinOleic product in 
the EU and rest of world that covers 15 years of market experience. 

• A cumulative summary of supporting data from completed and ongoing investigator-
initiated trials evaluating the ClinOleic emulsion in the US. 

• A cumulative summary of scientific journal articles evaluating adult and pediatric 
patients exposed to ClinOleic and published over the period of 1992 through 2010. 

a. Baxter proposes that the body of clinical data described in Attachment 3 – Section 2.7.3, 
Summary of Clinical Efficacy; Attachment 5 – Review of Published Literature; and Attachment 
6 – Summary of US Investigator-Initiated Trials, is sufficient to demonstrate the safety and 
efficacy of ClinOleic as a source of calories and essential fatty acids for patients requiring 
parenteral nutrition.  

 Does the Agency concur? 

FDA Response to Question #1a:  

FDA is currently engaging in internal discussions regarding the most appropriate 
regulatory strategy for your product. We are unable to provide definitive agreements at 
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this time but look forward to discussing issues pertinent to the development of your 
product. 

It is possible that the data you have collected to date could demonstrate the safety and 
efficacy of ClinOleic as a source of calories and essential fatty acids. 

It is not clear if an adequate and well-controlled clinical trial has been performed with 
ClinOleic that can demonstrate effectiveness or a clinically meaningful benefit, or whether 
such trials are feasible. Further discussion both internally and with Baxter will be needed 
to help us identify the most suitable approach.  

It is possible that a 505(b)(2) application that relies on the Agency’s previous findings of 
safety and/or effectiveness for a listed drug (e.g., IntraLipid) could be submitted (see our 
response to Question 3 below). However, you would also need to provide evidence that 
ClinOleic can provide adequate essential fatty acids to patients receiving longer term 
parenteral nutrition. In addition, you will need to submit justification, with supportive 
data, that the lipid composition and emulsion formulation of ClinOleic would not pose new 
safety concerns over currently available IV lipid emulsions. At this time, it is not clear if the 
data you have collected to date will be sufficient for this purpose or if additional studies 
(e.g., PK/PD) are warranted. 

Please clarify in what format this data will be submitted under the NDA, including whether 
detailed clinical study reports will be available and how you plan on presenting an 
Integrated Summary of Efficacy across multiple trials. The adequacy of the data to support 
efficacy and safety would be a review issue. 

Discussion during meeting: 
Sponsor discussed clinical studies that they believe could address the agency’s concerns 
regarding the possibility of EFA deficiency. They also clarified that they intend to submit full 
study reports in the NDA and will have datasets available. Sponsor proposed to submit to the 
FDA their plan for the ISE, including the methods by which comparisons will be made across 
trials. FDA noted that the blinded Randomized Controlled Trials might be more relevant in 
demonstrating efficacy and considers the open label trials as supportive. FDA agreed to work 
with the sponsor on planning a future meeting to discuss their plan as well as issues discussed 
under Question #3. 
 

Question #1b: 

ClinOleic was first approved in France in 1995 and units sold to date correlate to an estimated 
patient exposure of over 1 million patients.  Additionally, OliClinomel, a triple-chamber 
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combination product containing the ClinOleic emulsion approved in 2001, has had over  
 units sold internationally since that date, correlating to an estimated patient exposure of 

approximately 3.9 million patients. 

b. Baxter proposes that the patient population exposure from the studies listed in Attachment 2 – 
Section 2.4 Nonclinical Overview and Attachment 4 – Section 2.7.4, Summary of Clinical 
Safety, along with the years of market experience, is sufficient to establish the clinical safety of 
ClinOleic for the proposed indication in the intended patient populations.   

Does the Agency concur? 

FDA Response to Question #1b:   

See our response to Question 1a. 

The clinical safety data described might be considered supportive, however this will be a 
review issue.  We encourage you to discuss what post-marketing analyses have been or 
could be performed that might support the clinical safety of ClinOleic. 

Discussion:  The sponsor accepted FDA’s response, no discussion occurred. 

Question #1c: 

ClinOleic was evaluated in 3 clinical trials in children ranging in age from preterm neonates to 9 
years.  An additional trial with a triple-chamber combination product (Numeta) containing the 
ClinOleic emulsion was conducted in pediatric patients ranging in age from preterm neonates to 
17 years.  The results of these trials demonstrated that ClinOleic provided an adequate supply of 
lipids for the proposed indication.  Additionally, 7 published clinical trials in pediatrics evaluated 
the efficacy and safety of ClinOleic and are summarized in Attachment 5 – Review of Published 
Literature. 

c. Baxter proposes that these studies satisfy the requirements of the Pediatric Rule.   

Does the Agency concur? 
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FDA Response to Question #1c: 

This NDA would trigger PREA, as the product contains a new formulation.  Whether or 
not the submitted studies fulfill PREA will be a review issue. It is possible that additional 
clinical studies in pediatric patients may be required. 
 
Clarification: 
Since ClinOleic is not considered a new active ingredient, new dosage form, new route of 
administration, new indication, or new dosing regimen, further pediatric studies are not 
required under PREA.  This was communicated to the sponsor after the preliminary 
responses were sent, but prior to the meeting.  However, the Agency encourages further 
studies demonstrating long and short-term safety and efficacy in children and infants.     
 

Question #2: Chemistry, Manufacturing, and Controls 

Baxter seeks to offer the ClinOleic product in volumes of  1000 mL.  The 
same emulsion and volumes have been marketed in Europe for 15 years.  Stability data for the 
European product demonstrate that the lipid emulsion is stable under long-term storage 
conditions.  A summary of the chemistry and manufacturing information the ClinOleic product is 
provided in Attachment 7 - Chemistry, Manufacturing and Controls. 

Additionally, NDA registration stability studies will be conducted in accordance with ICH 
guidance for conduct of stability studies.  Baxter proposes to bracket volumes by placing 3 
batches each of the smallest ) and largest (1000 mL) volume products on stability.  
Baxter plans to submit the application with 6 months accelerated data and 6 months real time 
data at the time of filing, requesting an 18 month expiry.  Stability data from subsequent data 
points will be provided during the review of the application as results become available. 

Does the Agency concur with Baxter’s proposed bracketing and approach for the stability 
registration studies? 

FDA Response to Question #2:  

Your proposed bracketing approach is acceptable, but you should be aware that an 18-
month expiry will not be possible based on the submission of only six months of real time 
stability data unless the data are updated with an additional three months of data while the 
application is under review.  However, please note that updated data will need to be 
received no later than five months into the review clock. Any data received beyond that 
time will not be considered for the purpose of expiration dating. 
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Discussion:  The sponsor accepted FDA’s response, no discussion occurred. 

Question #3: Registration Approach 

Baxter intends to submit an NDA for ClinOleic under section 505(b)(1) of the Federal  Food, 
Drug, and Cosmetic Act.  Baxter requests concurrence from the Agency that the existing data 
will support the indication and registration of the product and sufficient to support the safety and 
efficacy of the ClinOleic product.   

Does the Agency concur with Baxter’s proposed registration approach? 

FDA Response to Question #3:  
 
A 505(b)(1) approach would be possible, however as an alternative, you may consider 
pursuing a 505(b)(2) regulatory pathway by relying on the Agency’s previous findings of 
safety and effectiveness for a listed drug (e.g., IntraLipid). We look forward to discussing 
this option further.  
 
We recommend that sponsors considering the submission of an application through the 
505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the October 
1999 Draft Guidance for Industry “Applications Covered by Section 505(b)(2)” available at  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidan
ces/ucm079345.pdf .  In addition, FDA has explained the background and applicability of 
section 505(b)(2) in its October 14, 2003, response to a number of citizen petitions 
challenging the Agency’s interpretation of this statutory provision (see Dockets 2001P-
0323, 2002P-0447, and 2003P-0408 (available at 
http://inside.fda.gov:9003/downloads/CDER/OfficeofNewDrugs/ImmediateOffice/ucm0275
21.pdf) . 
If you intend to submit a 505(b)(2) application that relies for approval on FDA’s finding of 
safety and/or effectiveness for one or more listed drugs, you must establish that such 
reliance is scientifically appropriate, and must submit data necessary to support any 
aspects of the proposed drug product that represent modifications to the listed drug(s).  
You should establish a “bridge” (e.g., via comparative bioavailability data) between your 
proposed drug product and each listed drug upon which you propose to rely to 
demonstrate that such reliance is scientifically justified.  If you intend to rely on literature 
or other studies for which you have no right of reference but that are necessary for 
approval, you also must establish that reliance on the studies described in the literature is 
scientifically appropriate.   
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s), you should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted 
that the regulatory requirements for a 505(b)(2) application (including, but not limited to, 
an appropriate patent certification or statement) apply to each listed drug upon which a 
sponsor relies. 
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Discussion:  
FDA stated that they are still discussing whether additional data would be needed to adequately 
support safety and efficacy to enable registration of ClinOleic.. The FDA seeks time to evaluate 
whether additional studies or analyses prior to submitting the NDA would be advisable or 
recommended.  FDA would be unable to provide any conclusions about the adequacy of the 
studies collected to date to support efficacy and safety until they are formally submitted under an 
NDA.  
 
Sponsor requested clarification about the 505(b)(2) regulatory pathway but acknowledged that 
bridging their product to a reference approved product in the US would be challenging.  FDA  
will need to discuss internally whether the 505(b)(2) pathway is a feasible option.. 
 
FDA agreed to meet with the sponsor to discuss this issue further after both the FDA and 
sponsor have had time to discuss internally.  Sponsor asked if they could check-in with the FDA 
to determine the status of the internal discussions and the FDA agreed to that plan. Baxter 
appreciates all feedback from the agency and looks forward to future deliberations following 
internal consults and discussion surrounding intravenous nutritional product development within 
the agency. 
 
 
3.0 ISSUES REQUIRING FURTHER DISCUSSION 

There were no issues requiring further discussion 
 
 
4.0 ACTION ITEMS 
 There were no action items 
 
 
5.0 ATTACHMENTS AND HANDOUTS 
 Sponsor slide presentation attached 
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