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Product Quality Microbiology Review 
 

08 May 2015 
 

 
NDA:  207648  
 
Drug Product Name 

Proprietary: SMOFlipid 20% 
Non-proprietary: Lipid Injectable Emulsion, USP 

 
Review Number: 1 
 
 
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
25 SEP 2014 26 SEP 2014 06 OCT 2014 09 OCT 2014 

19 MAR 2015 15 MAR 2015 N/A N/A 
31 MAR 2015 31 MAR 2015 N/A N/A 
21 APR 2015 21 APR 2015 N/A N/A 

 
Applicant/Sponsor 

Name: Fresenius Kabi USA, LLC 
Address: Three Corporate Drive, Lake Zurich, IL  60047 
Representative: Lakshmi Rebbapragada 
Telephone:  847-550-2399 

 
Name of Reviewer: Erika Pfeiler, Ph.D. 
 
Conclusion: Recommended for Approval  
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Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION: 505(b)(1) 

 
2. SUBMISSION PROVIDES FOR: Initial marketing of a sterile drug 

product 
 

3. MANUFACTURING SITE:   
Fresenius Kabi AB, Uppsala, Sweden 

 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  
Sterile emulsion 
Intravenous infusion 
20% 

5. METHOD(S) OF STERILIZATION:  
 
6. PHARMACOLOGICAL CATEGORY: Parenteral nutrition 
 

B. SUPPORTING/RELATED DOCUMENTS:  N/A 
 

C. REMARKS: N/A 
 
 
filename: 207648.doc 

(b) (4)
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IV. Administrative 
 

A. Reviewer's Signature _____________________________ 
Erika Pfeiler, Ph.D. 
Microbiologist 

 
B. Endorsement Block_____________________________ 

Stephen Langille, Ph.D. 
Acting Branch Chief 

 
 
C. CC Block 

N/A 

14 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page
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Erika A. Pfeiler -S
Digitally signed by Erika A. Pfeiler -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 
0.9.2342.19200300.100.1.1=2000396533, cn=Erika 
A. Pfeiler -S 
Date: 2015.05.08 10:11:27 -04'00'

Stephen E. Langille -A
Digitally signed by Stephen E. Langille -A 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 0.9.2342.19200300.100.1.1=1300151320, 
cn=Stephen E. Langille -A 
Date: 2015.05.14 09:56:27 -04'00'



ONDQA Initial Quality Assessment (IQA) and Filing Review  

 

IQA and Filing Review Cover Sheet 
 

1. NEW DRUG APPLICATION NUMBER:  207648 

2. DATES AND GOALS: 

Letter Date:  
                   9/25/2014 

Submission Received Date : 
10/6/2014 

PDUFA Goal Date:  
                  7/26/2015 

IQA date 
12/5/2014 

3. PRODUCT PROPERTIES:  

Trade or Proprietary Name:  SMOFLIPID 20% 
Established or Non-Proprietary Name 
(USAN): 

lipid injectable emulsion 
(USP monograph)           

Dosage Form:              emulsion for infusion 
Route of Administration                intravenous 
Strength/Potency                20% 
Rx/OTC Dispensed:                Rx    
 

4. INDICATION:  
 

 
5. DRUG SUBSTANCE:  

fatty acids derived from four different oils: soybean oil (6%), medium chain triglycerides (6%), olive oil 
(5%), and fish oil (3%)  [See page 6 for structures.] 

6. NAME OF APPLICANT (as indicated on Form 356h):   

 Fresenius Kabi USA, LLC 

7. SUBMISSION PROPERTIES: 

Review Priority: no 

Submission Classification 
(Chemical Classification Code): 

Type 2            (see page 6 for additional information) 

Application Type: 505(b)(1)    

Breakthrough Therapy No 

Responsible Organization (Clinical 
Division): 

Division of Gastrointestinal and Inborn Error 
Products (HFD-180) 

(b) (4)
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8. CONSULTS: 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics  x  
Clinical Pharmacology   (included in review team) 
Establishment Evaluation 
Request (EER) 

x  Already requested  

Pharmacology/Toxicology   (included in review team) 
Methods Validation  x   
Environmental Assessment  x  Categorical exclusion  
CDRH  x  
Other  x  
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Application Highlights 

SMOFlipid 20% is an intravenous lipid emulsion for use in Parenteral Nutrition.  This product, which was 
developed under IND 102137, is a mixture of four different oils, whose structures are given below: 
soybean oil (6%), medium chain triglycerides (6%), olive oil (5%), and fish oil (3%).  
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From: Schmuff, Norman R  
Sent: Wednesday, July 17, 2013 9:40 AM 
To: Pope Miksinski, Sarah 
Cc: Kowblansky, Marie; Rhee, Moo Jhong 
Subject: RE: SMOFlipid 
 

I concur. Since all of the active moieties have been approved previously, it’s not an NME. 
 
Norman  
 
From: Pope Miksinski, Sarah  
Sent: Wednesday, July 17, 2013 9:21 AM 
To: Schmuff, Norman R 
Cc: Kowblansky, Marie; Rhee, Moo Jhong 
Subject: FW: SMOFlipid 
 
Norman, 
Do you have any concerns with the revised recommendation? 
 
Sarah 
 
From: Kowblansky, Marie  
Sent: Monday, July 15, 2013 11:04 AM 
To: Griebel, Donna; Berry, Karyn; Gottlieb, Klaus; Mulberg, Andrew; Brancazio, Matthew (FDA) 
Cc: Rhee, Moo Jhong; Pope Miksinski, Sarah; Beitz, Julie G; Walsh, Maria R; Schmuff, Norman R 
Subject: SMOFlipid 
 
Based on the email below, we are revising our previous decision and conclude that SMOFlipid will not be 
treated as an NME application.  This information that the capric and caprylic components have been 
previously approved, came from a remote data base to which it appears that only one person has access. 
 
From: Jones, Michael D  
Sent: Friday, July 12, 2013 10:29 AM 
To: Schmuff, Norman R; Kowblansky, Marie 
Cc: Folkendt, Michael M; Rhee, Moo Jhong; Friedman, Beverly J; Jones, Ashley R; Parks, Donal; 
Schwemer, Tawni; Stronati, Katherine 
Subject: RE: Old NDAs - Carprylic/Capric (octanoic/capric acid) 
 
What all do you need to know. 
Looks like: 
 

1. NDA 9540 was approved in 54 and wd by fr notice 6aug71. Probably didn’t make it thru DESI. 
2. 6808 was approved in 49 and wd 24jul70, again, may not have made it thru DESI. 

 
By the way, 6096 has  as actives, approved in 48, and the application 
looks like it was wd 6-7-82.  If wd in 82, may have gone thru DESI. 
 
And we have approved capric acid as well. See NDa 11739 which was approved in 58 and was wd 24July1970. 
May not have gone thru DESI. 
 
So … bottom line, looks like both caprilyic and capric were “approved”, as active ingredients, but may not 
have gone thru DESI. 
 

(b) (4)
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From: Schmuff, Norman R  
Sent: Wednesday, July 17, 2013 9:40 AM 
To: Pope Miksinski, Sarah 
Cc: Kowblansky, Marie; Rhee, Moo Jhong 
Subject: RE: SMOFlipid 
 
I concur. Since all of the active moieties have been approved previously, it’s not an NME. 
 
Norman  
 
From: Pope Miksinski, Sarah  
Sent: Wednesday, July 17, 2013 9:21 AM 
To: Schmuff, Norman R 
Cc: Kowblansky, Marie; Rhee, Moo Jhong 
Subject: FW: SMOFlipid 
 
Norman, 
Do you have any concerns with the revised recommendation? 
 
Sarah 
 
From: Kowblansky, Marie  
Sent: Monday, July 15, 2013 11:04 AM 
To: Griebel, Donna; Berry, Karyn; Gottlieb, Klaus; Mulberg, Andrew; Brancazio, Matthew (FDA) 
Cc: Rhee, Moo Jhong; Pope Miksinski, Sarah; Beitz, Julie G; Walsh, Maria R; Schmuff, Norman R 
Subject: SMOFlipid 
 
Based on the email below, we are revising our previous decision and conclude that SMOFlipid will not be 
treated as an NME application.  This information that the capric and caprylic components have been 
previously approved, came from a remote data base to which it appears that only one person has access. 
 
From: Jones, Michael D  
Sent: Friday, July 12, 2013 10:29 AM 
To: Schmuff, Norman R; Kowblansky, Marie 
Cc: Folkendt, Michael M; Rhee, Moo Jhong; Friedman, Beverly J; Jones, Ashley R; Parks, Donal; 
Schwemer, Tawni; Stronati, Katherine 
Subject: RE: Old NDAs - Carprylic/Capric (octanoic/capric acid) 
 
What all do you need to know. 
Looks like: 
 

3. NDA 9540 was approved in 54 and wd by fr notice 6aug71. Probably didn’t make it thru DESI. 
4. 6808 was approved in 49 and wd 24jul70, again, may not have made it thru DESI. 

 
By the way, 6096 has  as actives, approved in 48, and the application 
looks like it was wd 6-7-82.  If wd in 82, may have gone thru DESI. 
 
And we have approved capric acid as well. See NDa 11739 which was approved in 58 and was wd 24July1970. 
May not have gone thru DESI. 
 
So … bottom line, looks like both caprilyic and capric were “approved”, as active ingredients, but may not 
have gone thru DESI. 
 
Mike 

(b) (4)














