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EXCLUSIVITY SUMMARY 

NDA # 204767  SUPPL #       HFD # 170

Trade Name:   n/a

Generic Name:   Acetaminophen for Injection, 10 mg/mL

Applicant Name:   Fresenius Kabi USA, LLC    

Approval Date, If Known:   October 28, 2015 

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)

b)  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.   

No new clinical pharmacology data were submitted in support of this application. 
The Applicant requested a waiver for in-vivo bioavailability/ bioequivalence studies. 
The proposed drug product is identical to the referenced drug with the exception of 
the concentration of the inactive ingredients and the elimination of the buffer from 
the product under review. The information submitted in support of the request was 
found adequate and the biowaiver is granted.

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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c)  Did the applicant request exclusivity?
 YES NO 

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

     

d) 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.
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                   YES NO 

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

     
NDA# 022450 Ofirmev (Cadence Pharmaceuticals), Acetaminophen for 

Injection
NDA#           

NDA#           

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."  
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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 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:                                     
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(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 demonstrate the safety and effectiveness of this drug product? 

 YES NO 

     If yes, explain:                                         

                                                             

(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:

     

                    
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:

     

b) For each investigation identified as "essential to the approval", does the investigation 
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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"):

     

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    
!  Explain: 
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(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: 

             

Investigation #2 !
!

YES    !  NO    
Explain: !  Explain:
          

   

(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:  Diana Walker, PhD                 
Title:  RHPM, DAAAP   
Date:  October 20, 2015

                                                      
Name of Office/Division Director signing form:  Ellen Fields, MD, MPH
Title:  Deputy Division Director, DAAAP
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NDA #204767
Page 4

 Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm  

 Applicant is on the AIP   Yes       No

 This application is on the AIP

o If yes, Center Director’s Exception for Review memo  (indicate date)

o If yes, OC clearance for approval (indicate date of clearance 
communication)

  Yes       No

     

               Not an AP action

 Pediatrics (approvals only)
 Date reviewed by PeRC   n/a

If PeRC review not necessary, explain:  PREA does not apply. 

 Breakthrough Therapy Designation   N/A

 Breakthrough Therapy Designation Letter(s) (granted, denied, an/or rescinded)      

 CDER Medical Policy Council Breakthrough Therapy Designation 
Determination Review Template(s) (include only the completed template(s) and 
not the meeting minutes)

     

 CDER Medical Policy Council Brief – Evaluating a Breakthrough Therapy 
Designation for Rescission Template(s) (include only the completed template(s) 
and not the meeting minutes) 

(completed CDER MPC templates can be found in DARRTS as clinical reviews or on 
the MPC SharePoint Site)

     

 Outgoing communications: letters, emails, and faxes considered important to include in 
the action package by the reviewing office/division (e.g., clinical SPA letters, RTF letter, 
Formal Dispute Resolution Request decisional letters, etc.) (do not include previous 
action letters, as these are located elsewhere in package)

Included.

 Internal documents: memoranda, telecons, emails, and other documents considered 
important to include in the action package by the reviewing office/division (e.g., 
Regulatory Briefing minutes, Medical Policy Council meeting minutes)

None.

 Minutes of Meetings

 If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg         

 Pre-NDA/BLA meeting (indicate date of mtg)   No mtg         

 EOP2 meeting (indicate date of mtg)   No mtg                    

 Mid-cycle Communication (indicate date of mtg)   N/A         

 Late-cycle Meeting (indicate date of mtg)   N/A         
 Other milestone meetings (e.g., EOP2a, CMC focused milestone meetings) 

(indicate dates of mtgs) N/A
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NDA #204767
Page 8

Day of Approval Activities

 For all 505(b)(2) applications:
 Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

 Finalize 505(b)(2) assessment   Done

 For Breakthrough Therapy (BT) Designated drugs:
 Notify the CDER BT Program Manager

  Done
(Send email to CDER OND IO)

 For products that need to be added to the flush list (generally opioids): Flush List 
 Notify the Division of Online Communications, Office of Communications

  Done

 Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

 If an FDA communication will issue, notify Press Office of  approval action after 
confirming that applicant received courtesy copy of approval letter 

  Done

 Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

 Ensure Pediatric Record is accurate   Done

 Send approval email within one business day to CDER-APPROVALS   Done
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From: Walker, Diana
To: Michelle.Lemaire@fresenius-kabi.com
Subject: NDA 204767 Proposed Label Revisions 20Oct15
Date: Tuesday, October 20, 2015 12:27:58 PM
Attachments: Working draft-pi-track changes 20Oct15.doc

Dear Michelle, 

I am attaching the Package Insert label for NDA 204767.  We have made some minor format revisions to the
references in the Black Box in both Highlights and the Full Prescribing section.  The only other revision would be
the issued date, which would change if/when approved.

Please review these proposed revisions, and if you agree, please send me your concurrence via email.  There is no
need to resubmit revised labeling at this time; email concurrence is adequate.  If you do happen to notice any
typos, etc., while you are reviewing the label, please let me know so we can make the corrections.

Warm regards,

Diana

Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3837499
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From: Walker, Diana
To: Michelle.Lemaire@fresenius-kabi.com
Cc: Andrea.Redd@fresenius-kabi.com
Subject: NDA 204767 Container Labeling Revision Request 22Jun15
Date: Monday, June 22, 2015 10:49:54 AM

Dear Ms. Lemaire, 

I have received comments  concerning your labeling.  Please respond to this comment with a
submission to your NDA 204767 of revised draft container labeling.

A.  LABELING
 
Remove the strength presentation “1,000 mg” located to the right of the primary strength
presentation from the principal display panel 

 

If you have any questions for the DMEPA review team regarding this request or wish to discuss this requested
change, please contact me. 

Warm regards,
Diana

Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3789437
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 204767 ACKNOWLEDGE –
CLASS 2 RESUBMISSION

Fresenius Kabi USA, LLC
Three Corporate Drive 
Lake Zurich, Illinois 60047

Attention:  Michelle Lemaire
       Senior Specialist, Regulatory Affairs

Dear Ms. Lemaire:

We acknowledge receipt on April 30, 2015, of your resubmission to your new drug application 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Acetaminophen Injection, 10 mg/mL.

We also refer to your December 12, 2014, resubmission, responding to our July 25, 2013, action 
letter, and to the Incomplete Response letter sent to you from FDA dated December 23, 2014.

We consider this a complete, class 2 response to our July 25, 2013, action letter.  Therefore, the 
user fee goal date is October 30, 2015.

If you have any questions, call me at (301) 796-4029.

Sincerely,

{See appended electronic signature page}

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager

      Division of Anesthesia, Analgesia, and 
     Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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NDA 204767
Page 2

If you have questions, call Diana Walker, PhD, Senior Regulatory Health Project Manager, at 
(301) 796-4029.

Sincerely,

{See appended electronic signature page}

Sharon Hertz, MD
Acting Director
Division of Anesthesia, Analgesia, and 
   Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Walker, Diana
To: Aditi.Dron@fresenius-kabi.com
Subject: NDA 204767 Package Insert Label Revisions 27jun13
Date: Thursday, June 27, 2013 11:08:06 AM
Attachments: NDA 204767 APAP -Working-draft-pi to Sponsor 27June13 .pdf

NDA 204767 APAP -Working-draft-pi to Sponsor 27June13 .doc

Dear Ms Dron,

Please find attached the Division's proposed revisions to the package insert label for your pending
NDA 204767 for acetaminophen injection, both PDF and Word (in track changes).   Please review
these revisions.  For those revisions with which you agree, please "accept" the change.  If you do not
agree with a particular revision, please indicate your proposed wording and insert a comment as to
your rationale (again, please use track changes).  Please return to me a Word document (still in track
changes) with your revisions.  For formatting changes (such as extra spaces between words,
paragraph alignment, etc) you can also accept those changes prior to sending me back the Word
document.  Please send me your responses as soon as possible.

Note that some of the revisions we are sending you, such as the Box Warning, are to align your label
with the listed drug, Ofirmev.

Please let me know if you have any questions and I will be happy to assist you.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3332751
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From: Walker, Diana
To: Aditi.Dron@fresenius-kabi.com
Subject: NDA 204767 Acetaminophen Injection Carton and Container Information Request 26jun13
Date: Wednesday, June 26, 2013 2:17:23 PM
Importance: High

Dear Ms. Dron,

Our CMC review team has sent me an additional request for information regarding your NDA 204767
container  labeling.  Please respond to the following request/comment via email, followed by
an official submission to your NDA.  Mock-ups are acceptable.  You can (and should, if possible),
combine this response with our previous request concerning your container and pouch labeling sent to
you on June 10, 2013.

Container Label 

Delete the following statement: 
        “  .”

If you have any questions about this request, please feel free to contact me. 

Warm regards,

Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3332150
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NDA 204767 
Page 2 
 
 

 

 
3. Your application referenced the Master File (MF) 26696.  This MF was found inadequate 

to support your submission and a deficiency letter was sent to the MF holder on June 24, 
2013. 

 
In addition, although not required for NDA approval, we have the following comments: 
 

1. Once you have evaluated the levels of leachables in the drug product over the course of 
the entire intended shelf-life, you must submit revised risk assessments based on the 
worst-case exposures.  Final determination of the adequacy of your leachables safety 
assessment can only be provided upon review of the definitive stability data. 

 
2. You have proposed to complete in vitro bacterial reverse mutation studies (Ames tests) 

for both .  The final reports for these studies are not 
required for approval. However, when the studies have been completed, the results 
should be submitted to the NDA. 

 
 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application.  In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Diana L. Walker, PhD, Sr. Regulatory Health Project Manager, at 
(301) 796-4029. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and 
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
 

 

Reference ID: 3331921
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2

If you have any questions about this request, please feel free to contact me.

Warm regards, 

Diana 

Diana L. Walker, Ph.D. 
Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov 

Reference ID: 3322549
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From: Walker, Diana
To: Aditi.Dron@fresenius-kabi.com
Subject: NDA 204767 Acetaminophen Injection Information Request 10jun13
Date: Monday, June 10, 2013 10:22:09 AM
Importance: High

Dear Ms. Dron,

Our review team has sent me a request for information regarding your NDA 204767.  Please respond
to the following request no later than June 12, 2013, via email, followed by an official submission to
your NDA.

Submit the chemical structure and CAS number for .

If you have any questions about this request, please feel free to contact me. 

Warm regards,

Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3322541
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 204767 INFORMATION REQUEST 

 
Fresenius Kabi USA, LLC 
Attention: Aditi Dron 
Manager Regulatory Affairs 
Three Corporate Drive 
Lake Zurich, Illinois 60047 
  
 
Dear Ms. Dron: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Acetaminophen Injection, 10mg/mL, sterile  
solution. 
 
We also refer to your May 7, 2013, submission, containing the environment impact analysis.   
 
We have reviewed the environment impact analysis of your submission and have the following 
comments and information requests.  We request a written response by Friday, May 17, 2013 in 
order to continue our evaluation of your NDA. 
 
You provided the incorrect CFR citation for your claim of categorical exclusion.  The correct 
CFR citation is 21CFR 25.31(b).  You also need to provide the following statement per 
21CFR25.15(d), unless "extraordinary circumstances" as defined at 21CFR25.21, exist: 
 

To the applicant's knowledge, no extraordinary circumstances exist. 
 

Revise the section with the correct CFR citation and statement.  Submit the revised section to the 
NDA.  
 
If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research  

Reference ID: 3307844
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NDA 204767 INFORMATION REQUEST 

 
Fresenius Kabi USA, LLC 
Attention: Aditi Dron 
Manager Regulatory Affairs 
Three Corporate Drive 
Lake Zurich, Illinois 60047 
  
 
Dear Ms. Dron: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Acetaminophen Injection, 10mg/mL, sterile  
solution. 
 
We are reviewing the Chemistry, Manufacturing and Control section of your submission and 
have the following comments and information requests.  We request a written response by 
Tuesday, May 7, 2013 in order to continue our evaluation of your NDA. 
 

• You claimed a categorical exclusion from the requirement of an environmental impact 
analysis.  However, you did not provide any estimate of highest yearly quantity of 
acetaminophen to be marketed in the US.  Per FDA “Guidance for Industry: 
Environmental Assessment of Human Drug and Biologics Applications (July 1998)”, you 
need to provide a calculation for the highest yearly quantity of acetaminophen in the five 
coming years to be marketed in the US. 

 
If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013.  
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3300988
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NDA 204767 INFORMATION REQUEST 

 
Fresenius Kabi USA, LLC 
Attention: Aditi Dron 
Manager Regulatory Affairs 
1501 East Woodfield Road, Suite 300E 
Schaumburg, Illinois 60173 
  
 
Dear Ms. Dron: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Acetaminophen Injection, 10mg/mL, sterile  
solution. 
 
We are reviewing the Chemistry, Manufacturing and Control section of your submission and 
have the following comments and information requests.  We request a written response by 
Friday, March 22, 2013 in order to continue our evaluation of your NDA. 
 

1. Clarify if the test method for absorbance is a Ph. Eur. Compendia method (list 
method number) or an internal test method.  Provide method description and 
validation results if it is an internal method.  Revise the drug product specification 
accordingly.   

2. In your light sensitivity study for the drug product, assay and impurities were not 
tested for one of the study batches (batch PP1121029C – Table 3.2.P.2-11).   
Provide test results for this batch or provide justifications as why these quality 
attributes were not tested for this specific batch. 

 
If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013.  
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3275991
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From: Walker, Diana
To: Aditi.Dron@fresenius-kabi.com
Subject: NDA 204767 - Samples - Follow-up Information Request 30Jan13
Date: Wednesday, January 30, 2013 4:09:06 PM
Attachments: fk-draft .pdf
Importance: High

Dear Ms. Dron,
 
I have received the following comment and request for further information from our DMEPA (Division of
Medication Error Prevention and Analysis) reviewers.
 
The sample provided do not have sufficient information on them for us to review. Attached
is the container label that was submitted September 28, 2012. The sample  should
represent the product to be introduced in the marketplace in EVERY WAY and should include
(at the least) the information on the container label as submitted by the Applicant.

Since the risk of confusion and medication errors depends upon the user's interaction with the
product and their interpretation of the information  we need to review the
same package of Acetaminophen Injection as that which would be used by a healthcare
practitioner. Additionally, we would like to review this sample prior to its mass production.

Please submit 6 to 8 sample that represent in EVERY WAY the product that the
Applicant proposes to introduce into the marketplace.

 
You can send the sample directly to me, as you sent the previous samples. The review team
would like to receive these samples as soon as possible, as the Mid-Cycle meeting for this application
will take place at the end of February, and the DMEPA review group would like to see the 
provide comments as close to the Mid-Cycle meeting as possible.
 
 
 Please feel free to contact me if you have any questions about this request.
 
Warm regards,
 
Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

 

From: Aditi.Dron@fresenius-kabi.com [mailto:Aditi.Dron@fresenius-kabi.com] 
Sent: Monday, January 28, 2013 4:48 PM
To: Walker, Diana
Subject: Acetaminophen NDA 204767 - Samples

Dear Ms. Walker:

Per the Agency's request received on December 17, 2012, Fresenius Kabi USA, LLC has sent total
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six(6) Freeflex samples in support of our NDA 204767 for Acetaminophen Injection via FedEx
today.

Please note the following details regarding the samples provided:

3 freeflex 
3 freeflex 

The tracking number of the FedEd package is 7946 1830 1944.  It is expected to be delivered to your
office tomorrow (1/29/13).

Should you have any questions or require additional samples, please do not hesitate to contact me.

Sincerely,

Aditi Dron 
Manager, Regulatory Affairs 

Fresenius Kabi USA, LLC 
1501 East Woodfield Road, Suite 300 East 
Schaumburg, Illinois 60173 
T: +1 (847) 330-3898 
F: +1 (847) 413-8570 
www.fresenius-kabi.us

THIS TRANSMISSION CONTAINS INFORMATION INTENDED FOR THE EXCLUSIVE USE OF THE INDIVIDUAL OR
ENTITY TO WHOM IT IS ADDRESSED, AND MAY CONTAIN INFORMATION THAT IS PROPRIETARY, PRIVILEGED,
CONFIDENTIAL, AND/OR OTHERWISE EXEMPT FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the
intended recipient (or agent responsible for delivering this transmission to the intended recipient), you are hereby
notified that any review, printing, copying, disclosure, distribution, transmission or use of this information (including
any attachments) is strictly prohibited and may be subject to legal sanction. If you have received this transmission
in error, please permanently delete it, and notify us immediately. Thank you. 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 204767 INFORMATION REQUEST 

 

 

Fresenius Kabi USA, LLC 

Attention: Aditi Dron 

Manager, Regulatory Affairs 

1501 East Woodfield Road, Suite 300 E 

Schaumburg, Illinois 60173 

 

 

Dear Mr. Dron: 

 

Please refer to your New Drug Application (NDA) dated September 28, 2012 submitted under 

section 505(b) (2) of the Federal Food, Drug, and Cosmetic Act for Acetaminophen Injection 10 

mg/ mL, sterile  solution. 

 

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 

have the following comments and information requests.  We request a response by Friday, 

February 22, 2013 in order to continue our evaluation of your NDA. 

 

 The 6 month leachable study results you provided in the NDA are not sufficient to 

support your proposed 24 month shelf-life for the drug product.  Provide updated 

leachable study results to this NDA.   

 

If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796 

4013. 

 

Sincerely, 

 
{See appended electronic signature page} 

 

Prasad Peri, PhD 

Branch Chief, Branch VIII 

Division of New Drug Quality Assessment III 

Office of New Drug Quality Assessment 

Center for Drug Evaluation and Research 

 

Reference ID: 3260885
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From: Walker, Diana
To: Aditi.Dron@fresenius-kabi.com
Subject: NDA 204767 Acetaminophen Injection Information Request 17Dec12
Date: Monday, December 17, 2012 10:48:03 AM

Dear Ms. Dron,

Our review team has asked that I request sample flexfree for review of your NDA 204767.  Would
you please send me 4 to 6 sample  for our review?

You can send these to me at the following address:

Diana Walker, Regulatory Health Project Manager 
Food and Drug Administration 
Center for Drug Evaluation and Research 
White Oak Building 22, Room: 3209 
10903 New Hampshire Avenue 
Silver Spring, Maryland

Use zip code 20903 if shipping via United States Postal Service (USPS). 
Use zip code 20993 if sending via any carrier other than USPS (e.g., UPS, DHL, FedEx).

If you have any questions about this request, please feel free to contact me. 

Warm regards,

Diana

Diana L. Walker, Ph.D.
Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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NDA 204767 
FILING COMMUNICATION 

 
Fresenius Kabi USA, LLC 
1501 East Woodfield Road 
Suite 300E 
Schaumburg, Illinois 60173 
 
Attention:  Aditi Dron 

      Manager, Regulatory Affairs 
 
Dear Ms. Dron: 
 
Please refer to your New Drug Application (NDA) dated and received September 28, 2012, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Acetaminophen Injection, 10 mg/mL. 
 
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 Standard.  Therefore, the user fee goal date is July 28, 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 commitment requests by June 30, 2013.  
 
During our filing review of your application, we identified the following potential review issues: 
 

1. Provide osmolalities of your proposed product and the referenced drug to ensure that the 
change in mannitol composition in the proposed product formulation with respect to the 
referenced drug has no significant impact on relative bioavailability.  If the solution is not 
isotonic, provide justification for why any differences in osmolality between your drug 
product and the referenced drug product do not represent a safety concern. 
 

Reference ID: 3225442
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2. The degradant  which is also called  in the drug product 
specification should be reduced to as low as technically feasible based on manufacturing 
capability. 

 
3. Based on preliminary review of the NDA, it appears as though there are inadequate safety 

justifications for the systemic levels of all leachables from the container closure system 
for the intravenous route of administration.  Specifically, there does not appear to be 
adequate safety justification for the following three identified leachables:  

.  Unless adequately justified otherwise, the IV 
safety of these three identified leachables from the container closure system should be 
qualified via an IV toxicology study that provides an adequate safety margin for the 
levels of these identified leachables that a person would be exposed to when treated with 
up to 4 grams of acetaminophen per day via this drug product formulation.  The duration 
of such a toxicology study should be comparable to the predicted maximum duration 
proposed in your drug product labeling (i.e., up to 14 days duration). 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
As discussed in the teleconference between Fresenius Kabi USA, LLC representatives and the 
Agency on November 16, 2012, we anticipate the submission to CDER of a DMF for the 
Freeflex® .  Include in the DMF the Letter of Authorization, a complete description of the  

components, and any Letters of Authorization to additional supporting DMFs for 
packaging sub-components, if applicable. 
 
 
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 (PI).  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 
 

Reference ID: 3225442
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Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), 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 Diana L. Walker, PhD, Sr. Regulatory Health Project Manager, at 
(301) 796-4029. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia, and 
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 204767  

NDA ACKNOWLEDGMENT 
 
Fresenius Kabi USA, LLC 
1501 East Woodfield Road 
Suite 300E 
Schaumburg, Illinois 60173 
 
Attention:  Aditi Dron 

      Manager, Regulatory Affairs 
 
Dear Mr. Dron: 
 
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: Acetaminophen Injection, 10 mg/mL 
 
Date of Application: September 28, 2012 
 
Date of Receipt: September 28, 2012 
 
Our Reference Number:  NDA 204767 
 
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 November 27, 2012, 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 Anesthesia, Analgesia, and Addiction 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 at (301) 796-4029. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 

      Division of Anesthesia, Analgesia, and  
     Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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