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EXCLUSIVITY SUMMARY

NDA # 206321  SUPPL # HFD # 510

Trade Name  Saxenda

Generic Name  liraglutide  injection, 3 mg

Applicant Name  Novo Nordisk    

Approval Date, If Known  12/23/14

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)(1)

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.   

N/A

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:             

          
N/A
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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?

Did not request specific # of years

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?
   
     N/A

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# 022341 Victoza

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."  

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:                                         

                                                        

(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:

1. Trial 1839: Obese and overweight subjects with comorbidities
2. Trial 1922; Obese and overweight subjects with T2DM

                    
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 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?
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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:

N/A

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"):

1. Trial 1839: Obese and overweight subjects with comorbidities
2. Trial 1922; Obese and overweight subjects with T2DM

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 # 73206 YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # 73206 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?    N/A

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:  Patricia Madara                   
Title:  Regulatory Project Manager
Date:  12/23/14

Name of Office/Division Director signing form:  James P. Smith
Title:  Deputy Director (acting), DMEP

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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From: Guettier, Jean‐Marc  

Sent: Monday, December 22, 2014 5:07 PM 

To: 'RBCL (Bob Clark)' 

Subject: RE: Saxenda NDA 205321 

Importance: High 

 

Mr. Clark, 

Thank you for your email below.  We have also received your letter of December 17, 2014 from Robert 

Clark to Jean‐Marc Guettier, M.D., Director, CDER DMEP.     

Based on these communications, the Agency understands that Novo Nordisk A/S and Novo Nordisk Inc. 

agree to make certain commitments, including the five commitments stated in our letter to you of 

December 16, 2014.  These are copied here for reference: 

1.  A commitment to comply with the REMS for Victoza, NDA 22314 

2.  A commitment to comply with the REMS for Saxenda, NDA 206321 (if approved) 

3.  A commitment to monitor and audit your compliance with the requirements of the Victoza 

REMS, and to report the results of those monitoring and auditing activities to FDA 

4.  A commitment to ensure that adequate processes are in place to ensure compliance with the 

requirements of the Saxenda REMS (if approved), and to provide documentation of those processes and 

  procedures to FDA 

5.  A commitment to monitor and evaluate implementation of the Saxenda REMS, and report 

results of these evaluations to FDA  

Please notify us by noon on December 23, 2014, if Novo Nordisk A/S and Novo Nordisk Inc. are not fully 

committed to any of the above. 

As noted in our letter to you of December 16, 2014, FDA intends to conduct regular evaluations of your 

compliance with the Victoza REMS and the Saxenda REMS (if approved).  FDA may require assessments 

beyond those required by the REMS, as provided for in the timetable for assessments, if we determine 

these further assessments are needed.  

Best Regards, 

Jean‐Marc Guettier, MDCM 
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Division Director 

Division of Metabolism and Endocrinology Products 

US Food and Drug Administration 

 

 

‐‐‐‐‐Original Message‐‐‐‐‐ 

From: RBCL (Bob Clark) [mailto:rbcl@novonordisk.com]  

Sent: Thursday, December 18, 2014 4:25 PM 

To: Guettier, Jean‐Marc 

Subject: Saxenda NDA 205321 

 

Dr Guettier: Novo Nordisk responded yesterday to the FDA letter signed by Dr Woodcock related to the 

NDA listed above. In our response we picked up the exact language used in FDA's letter for points 1,2 

and 4.  For point 3 we wanted to propose   

.  For 

point 5 we are proposing  

 

  

I tried to clarify these two points in my letter yesterday to ensure that we were meeting FDA's 

expectations.  We do agree with and commit to undertake the 5 points in the FDA letter from Dr 

Woodcock but we wanted to be clear as to our interpretation of the request.  

If there are any questions please feel free to contact me.  

Best regards,  

Bob 

 

Robert Clark 

Reference ID: 3677545
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 22341
NDA 206321

INFORMATION REQUEST

Novo Nordisk Inc.
Attention: Lars Rebien Sorensen, CEO

Robert Clark, VP, U.S. Regulatory Affairs
Mads Krogsgaard Thomsen, Executive VP & CSO

P.O. Box 846
800 Scudders Mill Road
Plainsboro, NJ 08536

Dear Mr. Sorensen, Mr. Clark, and Mr. Thomsen:

Please refer to your New Drug Applications (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for Victoza (liraglutide [rDNA origin] injection) and 
Saxenda (liraglutide [rDNA origin] injection).

Thank you for your participation in our teleconference on November 7, 2014, (FDA participants 
included Dr. Janet Woodcock, Director, CDER; Dr. John Jenkins, Director, CDER OND; Grail 
Sipes, Director, CDER ORP; and Julie Van der Waag, CDER CPMS, DMEP).  We have also 
received your submission dated November 18, 2014, submitted as an amendment to              
NDA 206321 for Saxenda.  

Based on our teleconference on November 7, 2014, and your November 18, 2014, submission, 
the Agency understands that Novo Nordisk A/S and Novo Nordisk Inc. have made a number of 
commitments, including the following:

1. A commitment to comply with the REMS for Victoza, NDA 22314
2. A commitment to comply with the REMS for Saxenda, NDA 206321 (if approved)
3. A commitment to monitor and audit your compliance with the requirements of the 

Victoza REMS, and to report the results of those monitoring and auditing activities to 
FDA

4. A commitment to ensure that adequate processes are in place to ensure compliance with 
the requirements of the Saxenda REMS (if approved), and to provide documentation of 
those processes and procedures to FDA

5. A commitment to monitor and evaluate implementation of the Saxenda REMS, and 
report results of these evaluations to FDA 
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Please notify us within 48 hours of your receipt of this letter if Novo Nordisk A/S and Novo 
Nordisk Inc. are not fully committed to any of the above.

FDA intends to conduct regular evaluations of your compliance with the Victoza REMS and the 
Saxenda REMS (if approved).  FDA may require assessments beyond those required by the 
REMS, as provided for in the timetable for assessments, if we determine these further 
assessments are needed. 

We also ask that you submit your November 18, 2014, communication to NDA 22341 for 
Victoza.

Sincerely,

{See appended electronic signature page}

Janet Woodcock, M.D.
Director
Center for Drug Evaluation and Research
Food and Drug Administration

Reference ID: 3673450
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) REMS revisions requested
Date: Thursday, December 11, 2014 5:03:00 PM
Attachments: FDA to NN 11Dec14 proposed-rems-cleanFDA Revised.doc

FDA to NN 11Dec14 proposed-rems-support-cleanFDA Revised.doc
Importance: High

NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
We continue to review your application.  Please see the comments below.  We are
requesting revisions to the REMS factsheet. 
1.    FDA determined there is a need for clarification of the requirement for a REMS

Factsheet as part of the communication plan included in the Saxenda REMS. FDA
requests that you revise the Saxenda REMS Document as follows:
Communication Plan, section 2) REMS Factsheet: “A REMS Factsheet will
be made available to healthcare providers and distributed through Novo
Nordisk SAXENDA® field based sales or medical representatives during
the initial healthcare provider discussion within the first 18 months after
approval of this REMS.

  Novo Nordisk
SAXENDA® field based sales or medical representatives will verbally
review each risk message contained in the Factsheet.”

2.    Resubmit the revised version of the REMS document and REMS Supporting
Document. The REMS Supporting Document must reflect the changes
made to the REMS document. The next submission must include:
a.    final clean versions (MS Word and PDF) of all REMS-related materials

(i.e. REMS appended materials and REMS Supporting Document), and
b.    redline version of the REMS Document and REMS Supporting Document

must be also included in this submission to facilitate FDA’s review of the
implementation of the changes requested.

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Reference ID: 3671843
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MEMORANDUM OF TELECONFERENCE

Teleconference Date: November 7, 2014

Application Numbers/ NDA 22341 Victoza (liraglutide [rDNA origin] injection)
Product Names: NDA 206321 Saxenda (liraglutide [rDNA origin] injection)

Sponsor/Applicant Name: Novo Nordisk Inc.

Subject: Risk Evaluation and Mitigation Strategies (REMS)

FDA Participants
Janet Woodcock Director, CDER
John Jenkins Director, OND
Grail Sipes Director, ORP
Julie Van der Waag CPMS, DMEP

Novo Nordisk Participants
Lars Rebien Sorensen CEO
Bob Clark VP, U.S. Regulatory Affairs
Mads Krogsgaard Thomsen Executive VP & CSO

Discussion

Dr. Woodcock stated that CDER had recently been made aware of evidence that Novo Nordisk 
has failed to comply with the REMS for Victoza, specifically regarding the requirement that the 
sponsor inform healthcare providers about the potential risk of medullary thyroid carcinoma and 
the risk of acute pancreatitis (including necrotizing pancreatitis). CDER is very concerned about
the prospect of approving a new product (Saxenda) with the same active ingredient, at a higher 
dose, given the evidence that Novo Nordisk has engaged in behavior related to the Victoza 
REMS that appears to have been designed to undermine the risk message.

Reference ID: 3667647
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FDA asked for the personal commitment of the Novo Nordisk CEO that the pattern and practice 
of violating the Victoza REMS will be stopped and that the company will comply with the 
REMS for Saxenda, if approved.  The CEO verbally committed to comply with the REMS.  
Novo Nordisk also verbally committed to:

1.  Perform an audit of current practices with regard to the Victoza REMS and then report to
FDA the results of their investigation.  FDA suggested that this investigation should also 
examine why the company was unable to uncover the REMS violations despite the 
oversight and management systems the sponsor said were in place.

2. Develop a plan to ensure that REMS requirements will not be undermined in the future, 
and provide substantiation to FDA of policies and procedures that will support that 
commitment.

Novo Nordisk will submit this commitment in writing to the relevant NDA, in a letter to be 
signed by Lars Rebien Sorensen. FDA stated that the commitment would be taken into 
consideration in determining the approvability of NDA 206321 for Saxenda.

Reference ID: 3667647
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MEMORANDUM OF TELECONFERENCE

Teleconference Date:  October 20, 2014

Application Number: NDA 206321 

Product Name: Saxenda (liraglutide injection), 3 mg

Sponsor/Applicant Name: Novo Nordisk, Inc

Subject: Saxenda Action Date Delay

FDA Participants

Division of Metabolism and Endocrinology Products

Jean-Marc Guettier, M.D.               Director 
James P. Smith, M.D., M.S.            Deputy Director (Acting)
Jennifer Pippins, M.D.                     Deputy Director for Safety
Pat Madara, M.S.                             Project Manager

Novo Nordisk Participants

Robert B. Clark                     US Regulatory Affairs
Robin P. Evers                       Global Regulatory Affairs
Anne Phillips                          Clinical, Medical and Regulatory Affairs
Peter Kristensen                    Global Development
Mads Krogsgaard Thomsen      Research & Development
Heather Millage                      Project Management
Peter Schelde                        Project Management
Christine Bjorn Jensen             Project Director
Stephanie DeChiaro                US Regulatory Affairs
Michelle Thompson                 US Regulatory Affairs

1.0 Background:

Liraglutide is a glucagon like peptide-1 (GLP-1) receptor agonist that was approved for the 
treatment of type 2 diabetes in 2010 (Victoza, NDA 22341), at 1.2 mg and 1.8 mg daily doses.  

Liraglutide (Saxenda, NDA 206321) is currently under review at a 3 mg daily dose as an adjunct 
to a reduced-calorie diet and increased physical activity for chronic weight management in adult 
patients with an initial body mass index (BMI) of 30 kg/m2 or greater (obese), or 27 kg/m2 or 
greater (overweight) in the presence of at least one weight-related comorbid condition (e.g., 
hypertension, type 2 diabetes mellitus, or dyslipidemia).

Victoza was approved with a Boxed Warning and a REMS to address the potential risk of 
medullary thyroid carcinoma and the risk of pancreatitis. The same Boxed Warning and REMS
are recommended for Saxenda.
Saxenda was submitted on December 20, 2014, and the PDUFA goal date is October 20, 2014.  
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On Friday, October 17, 2014, CDER management held an internal meeting to discuss Novo 
Nordisk’s lack of compliance with the Victoza REMS.  It was decided that Saxenda should not 
be approved until CDER management had the opportunity to address their concerns with Novo 
Nordisk.  Furthermore, CDER management requested additional internal review of the REMS.  
Therefore, it was decided that no action could be taken on NDA 206321 until further notice.

2.0 Discussion:

FDA informed Novo Nordisk that on Friday, CDER management had raised some issues 
regarding the proposed REMS.  Because of this, the Division could not take an action on the 
application and it would go overdue.

The Division explained that they were not at liberty to discuss the issues.  It was hoped that they 
would be addressed within a few days, but since the Division is relying on input from other 
groups within FDA, the timeline was uncertain and the Division could not speculate on a 
potential date for an action.  The Division reiterated that they were restrained in what 
information could be shared.

Novo Nordisk stated that they understood that senior management had some questions regarding 
the REMS and details could not be shared.

It was confirmed that the review Division did not require any additional information from the 
company.  Others within the Agency were discussing the REMS, and the Division would let 
Novo Nordisk know when they had clearance to share information.

The company asked whether agreement had been reached on all other items of the application, 
such as labeling and postmarketing requirements/commitments. The Division stated that, at this 
time, it appeared that there were no outstanding issues with those items. 

Novo Nordisk noted that they had a responsibility to communicate publically but did not want to 
misrepresent the situation.  The company asked if the Division would like to review a draft press 
release.  DMEP commented that they were hesitant to review press announcements, as the 
Division does not “clear” press releases, and a lack of comment could be misconstrued as FDA 
approval of the press release.  The Division reiterated that the timeline was uncertain, and 
emphasized that an eventual action may not necessarily be an approval action, despite the fact 
that we have negotiated labeling and postmarketing requirements/commitments. The firm 
confirmed their understanding.

The teleconference ended.
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Request for Information
Date: Friday, October 17, 2014 9:16:00 PM
Importance: High

NDA 206321                                      INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
In addition, we reference your email dated October 16, 2014, containing the SAS
program codes we had requested.  We have reviewed the submission and have the
following comment and request for information.
 

·          We are unable to replicate results in Table 4 for the most recent label. In
particular:
 
1.    For Trial 1839 we could not replicate your results. We suspect this

may be related to an issue described in a 6/26/2014 information
request. Please submit a revised SNFB analysis dataset that has
corrected values for the topic codes:

 
2.    For Trial 1922 we obtained a different 95% CI for the 5% response

endpoint. Please confirm whether the CI in the Table is correct. The CI
we obtained was (25.1, 40.1).

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: "MTHO (Michelle Thompson)"
Subject: RE: NDA 206325 (Saxenda) labeling revision request and Information Request
Date: Thursday, October 23, 2014 1:51:00 PM
Importance: High

NDA 206321                                     ADVICE / INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity)
Injection. 
 
We have reviewed your request for revisions to the package insert described below
and have the following recommendations
 

1.    Your request for the following change is acceptable:
 
“In clinical trials, 9.8% of patients treated with Saxenda and  4.3% of patients
treated with placebo prematurely discontinued treatment as a result of adverse
reactions. The most common adverse reactions leading to discontinuation were
nausea (2.9% versus 0.2% for Saxenda and placebo, respectively), vomiting
(1.7% versus less than 0.1%), and diarrhea (1.4% versus 0%).”

 
2.    With regard to the 2nd revision in Section 6, Adverse Reactions, laboratory

abnormalities, we would prefer the following language:
 

“Increases in alanine aminotransferase (ALT) greater than or equal to 10 times the
upper limit of normal were observed in 5 (0.15%  Saxenda-treated patients
(two of whom had ALT greater than 20 and 40 times the upper limit of normal)
compared with 1 (0.05%) placebo-treated patient during the Saxenda clinical
trials. Because clinical evaluation to exclude alternative causes of ALT and
aspartate aminotransferase (AST) increases was not done in most cases, the
relationship to Saxenda is uncertain. Some increases in ALT and AST were
associated with other confounding factors (such as gallstones).”
 

In addition, we have the following comment and request for information:
 

1.     Two cases of injection site panniculitis, in both cases leading to
discontinuation, were noted.  Were these cases included with the tallies
of injection site reactions and discontinuations due to injection site
reactions?  If not, please update the percentages in the label.

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara

Reference ID: 3648374

(b) (4)

(b) (4)



Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 
 
 
From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Monday, October 20, 2014 3:27 PM
To: Madara, Patricia
Subject: NDA 206325 (Saxenda) Follow-up to our tcon earlier today
 
Hi Pat,
 
Majorly disappointed as you can imagineL  I hope you at least can go home and recover
from you bad cough/cold.  Here is a list of NN participants on today’s call:
 
Robert B. Clark                       US Regulatory Affairs
Robin P. Evers                        Global Regulatory Affairs
Anne Phillips                           Clinical, Medical and Regulatory Affairs
Peter Kristensen                     Global Development
Mads Krogsgaard Thomsen       Research & Development
Heather Millage                       Project Management
Peter Schelde                         Project Management
Christine Bjorn Jensen              Project Director
Stephanie DeChiaro                 US Regulatory Affairs
Michelle Thompson                  US Regulatory Affairs
 
 
As we were waiting to hear from you we were doing a last minute check of the PI and
discovered the following errors, can you please confirm that we can go ahead and make
these changes?
 
 
In Section 6, Adverse Reactions, above table 3, should be 4.3% of patients based on the
ISS, Appendix 7.2, 32
 

·         In clinical trials, 9.8% of patients treated with Saxenda and 4.3% of patients
treated with placebo prematurely discontinued treatment as a result of adverse
reactions. The most common adverse reactions leading to discontinuation were
nausea (2.9% versus 0.2% for Saxenda and placebo, respectively), vomiting
(1.7% versus less than 0.1%), and diarrhea (1.4% versus 0%).

 
In Section 6, Adverse Reactions, laboratory abnormalities, should be 0.1% of patients
based on response submitted on September 26th response (sequence 37, Module 1.11.4,
Appendix, Table 1) to the September 23rd IR
 

·         Liver Enzymes
Increases in alanine aminotransferase (ALT) greater than or equal to 10 times the upper
limit of normal were observed in 5 (  Saxenda-treated patients (two of whom
had ALT greater than 20 and 40 times the upper limit of normal) compared with 1 
placebo-treated patient during the Saxenda clinical trials. Because clinical evaluation to
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exclude alternative causes of ALT and aspartate aminotransferase (AST) increases was not
done in most cases, the relationship to Saxenda is uncertain. Some increases in ALT and
AST were associated with other confounding factors (such as gallstones).
 
Also if you can let us know when you want us to formally submit a clean copy through the
Gateway, it would be much appreciated. Thanks Pat, and as always if you have any
questions please give me a call.
 
Michelle
 
 
 
 
 
___________________________________________________________________________________________

Michelle Thompson
Senior Director, Regulatory Affairs
Clinical Development, Medical & Regulatory Affairs

Novo Nordisk Inc.
800 Scudders Mill Road
Plainsboro, New Jersey 08536
USA
609-987-5972 (direct)

 (mobile)

This e-mail (including any attachments) is intended for the addressee(s) stated above only and may contain
confidential information protected by law. You are hereby notified that any unauthorized reading, disclosure, copying
or distribution of this e-mail or use of information contained herein is strictly prohibited and may violate rights to
proprietary information. If you are not an intended recipient, please return this e-mail to the sender and delete it
immediately hereafter. Thank you.

Reference ID: 3648374

(b) (6)



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

PATRICIA J MADARA
10/24/2014

Reference ID: 3648374



From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) - PMRs and PMC dates - minor revisions
Date: Thursday, October 16, 2014 11:24:00 PM
Attachments: FDA to NN 16Oct14 PMR and PMC Dates.doc
Importance: High

Hi Michelle;
 
During our internal PMR/PMC clearance process, some minor changes to the PMR
descriptions were made – please see attached document, with the changes tracked.
 
Please confirm receipt and concurrence.  Thanks.
Sincerely;
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
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PMR/PMC list for NDA 206321 
SAXENDA (liraglutide) injection 

 
While review of your application continues, we are sending you a draft list of PMRs/PMCs 
based on the data and internal analyses available to date.  These brief study/trial summaries are 
intended to describe the main objective and study/trial characteristics of interest.  
 
Please submit by email a copy of the PMR and PMC studies/trials to us with milestone dates, 
which include Final Protocol Submission, Study Completion and Final Report Submission.   
 

• Note that milestone dates only need month and year 
• For milestone calculation purposes only, assume that an approval occurs on the 

PDUFA date.   
• Note that the "Final Protocol Submission" date is the date by which you have 

submitted a complete protocol that has already received full concurrence by FDA. 
• For PMCs, include a statement that you agree to conduct these studies/trials.   

 
 
Postmarketing Requirements 

 
1. A juvenile rat toxicity study with liraglutide treatment from pre-puberty through 

reproductive maturity. 
 

Final Report Submission:   November 2014  
 

2. A clinical pharmacology  study (Trial NN8022-3967) to assess pharmacokinetic and 
pharmacodynamic parameters of Saxenda in obese pediatric patients ages 12 to 17 years 
(inclusive). 
 
Final Report Submission:   December 2014 

 
3. A 56-week randomized, double-blind, placebo-controlled study to evaluate the safety and 

efficacy of Saxenda for the treatment of obesity in pediatric patients ages 12 to 17 
(inclusive). 
 
Final Protocol Submission: August 2015 
Trial Completion:     August 2019 
Final Report Submission:   August 2020 
   

4. A clinical pharmacology  study to assess pharmacokinetic and pharmacodynamic 
parameters of Saxenda in obese pediatric patients ages 7 to 11 years (inclusive).  

 
Final Protocol Submission: September 2015 
Trial Completion:     August 2017 
Final Report Submission:   February 2018 
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5. A 56-week randomized, double-blind, placebo-controlled study to evaluate the safety and 

efficacy of Saxenda for the treatment of obesity in pediatric patients ages 7 to 11 
(inclusive).  The trial may not be initiated until results from the Saxenda adolescent 
safety and efficacy trial have been submitted to and reviewed by the Agency.  
 
Final Protocol Submission: April 2020 
Trial Completion:     October 2023 
Final Report Submission:   August 2024 
 
 

6. A medullary thyroid carcinoma registry-based case series of at least 15 years duration to 
systematically monitor the annual incidence of medullary thyroid carcinoma in the 
United States and to identify any increase related to the introduction of Saxenda 
(liraglutide) into the marketplace. This study will also establish a registry of incident 
cases of medullary thyroid carcinoma and characterize their medical histories related to 
diabetes and use of Saxenda (liraglutide). 

 
Final Protocol Submission: June 2015 
Trial Completion:     September 2030 
Final Report Submission:   September 2031 

 
7. To assess the risk of breast cancer associated with liraglutide in the LEADER 

(Liraglutide Effect and Action in Diabetes: Evaluation of Cardiovascular Outcome 
Results) cardiovascular outcomes trial.  To assess this risk, collect information on 
baseline cancer risk and potential confounders for all identified cases of breast cancer in 
the  trial  including (but not limited to) prior history 
of breast cancer, family history of breast cancer, BRCA1/BRCA2 status, age at 
menopause, history of radiation to the chest, age at menarche, and current/prior use of 
hormonal therapy. 

 
Final Protocol Submission: December 2014  
Trial Completion:     September 2015 
Final Report Submission:   April 2016 
 

8. To assess the risk of breast cancer associated with liraglutide in Trial 1839.  To assess 
this risk, collect information on baseline cancer risk and potential confounders for all 
identified cases of breast cancer in the trial  including (but not limited to) prior 
history of breast cancer, family history of breast cancer, BRCA1/BRCA2 status, age at 
menopause, history of radiation to the chest, age at menarche, and current/prior use of 
hormonal therapy. 
 
Final Protocol Submission: December 2014  
Trial Completion:     February 2015 
Final Report Submission:   August 2015 
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Postmarketing Commitments: 
 

9. A study evaluating gallbladder ejection fractions in liraglutide treated subjects to further 
characterize the effect of liraglutide on gallbladder motility. 

 
Final Protocol Submission:  September 2015 
Trial Completion:      January 2017 
Final Report Submission:    September 2017 

 
 
Please note: The following post-marketing requirement for Victoza (liraglutide), 1.8 mg will be 
included in the action letter for Saxenda (liraglutide), 3 mg: 
 

PMR 1583-9 A randomized, double-blind, controlled trial evaluating the effect of 
liraglutide on the incidence of major adverse cardiovascular events in 
patients with type 2 diabetes mellitus and including measurement of 
calcitonin, a biomarker for medullary thyroid carcinoma. 
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From: Madara, Patricia
To: "MTHO (Michelle Thompson)"
Subject: RE: NDA 206321 (Saxenda) Revised MG and IFU
Date: Friday, October 17, 2014 10:58:00 AM
Attachments: FDA to NN 17Oct14 NN Revisions only.doc
Importance: High

Hi Michelle;
 
We have reviewed your proposed revisions to the medication guide and instructions
for use.  We agree with all your proposals for the medication guide.
 
Regarding the IFU, we disagree with your proposal 

  They are
unacceptable for the following reasons:
 

1.     are confusing and people with lower reading comprehension will
probably not understand them.

 
2.    Their use is not consistent with patient labeling practice.

 
We suggest that you incorporate standard “numbering” of the figures but retain the
circled “i” in the left hand margin.
 
I have attached the IFU that you sent to us (no FDA revisions).  Please let me know if
the changes above are acceptable.
Sincerely;
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
 
 
 
 
 
 
From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Thursday, October 16, 2014 3:44 PM
To: Madara, Patricia
Subject: RE: NDA 206321 (Saxenda) Revised MG and IFU
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Hi Pat,
 
Attached are the NN comments to the Saxenda Med Guide and IFU.  We have accepted
most of the changes with a few exceptions. We will not submit through the gateway
‘officially’ until you tell us to go ahead. Let me know if you have any questions.
 
Still working on REMS to get back to you today.  Thank you.
 
Michelle
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Wednesday, October 15, 2014 9:12 PM
To: MTHO (Michelle Thompson)
Subject: NDA 206321 (Saxenda) Revised MG and IFU
Importance: High
 
Hi Michelle;
 
I am enclosing the medication guide (MG) and instructions for use (IFU) for Saxenda,
containing FDA revisions.  Almost all these revisions were made by the patient
labeling team.
 
In addition to content, they may make revisions to the format of the documents. 
Please use the versions attached to this email, if you need to make additional
changes.  Apparently attempting to copy and paste formatting revisions into another
document can result in loss of the changes (including the font, bulleting, indentation,
and line spacing). 
 
If you have any questions or do not agree with any of the revisions, please send me
your edits and we will discuss with the patient labeling team.  They have revised the
documents to help ensure patient comprehension and they are experts at this.  As
before, accept all the revisions with which you agree.  If you want to propose
alternative language, leave our track changes and add your own edits in track
changes also.
 
The REMS documents have not cleared final review and sign off.  I will send them as
soon as possible.
 
Please contact me if you have any questions.  Please confirm receipt.
 
Sincerely;
 
Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: "MTHO (Michelle Thompson)"
Subject: RE: NDA 206321 (Saxenda) - Clarification requested on a comment in PI from the Toxicology review
Date: Friday, October 17, 2014 11:03:00 AM
Importance: High

Hi Michelle;
 
The nonclinical team provides the following explanation:
 

·         Novo Nordisk is using AUC(inf) (table on page 1586 of report 200240) to
calculate exposure multiples, but FDA is using AUC(tau)(Table 2 on page
1597), the AUC during the dosing interval.  In the rat carcinogenicity
study, blood samples for toxicokinetic analyses were taken prior to
dosing (0) and 1, 2, 4, 6, 8, 12, and 24 hours after dosing in week 104.
 The dosing regimen in the rat carcinogenicity study was 1 injection
every 24 hours, so AUC(tau) should be equal to (or very close to) AUC(0-
24h).  Human exposure multiples were calculated using AUC(0-24h),
when available.

 
·         In the rat carcinogenicity study using doses of 0.075, 0.25, and 0.75

mg/kg/day liraglutide, systemic exposures were 0.5-, 2-, and times
human exposure, respectively, based on AUC comparison.
 

Please let me know if you require any additional clarification.
Sincerely;
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Friday, October 17, 2014 9:59 AM
To: Madara, Patricia
Subject: NDA 206321 (Saxenda) - Clarification requested on a comment in PI from the Toxicology
review
 
Hi Pat,
 
The PI in Section 13.1 reads “A 104-week carcinogenicity study was conducted in male
and female Sprague Dawley rats at doses of 0.075, 0.25 and 0.75 mg/kg/day liraglutide
administered by bolus subcutaneous injection with exposures 0.5-, 2- and times the
exposure in obese humans, respectively, resulting from the MRHD based on plasma AUC
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comparison.”  and FDA made a comment “FDA comment: In rats, week 104  plasma
AUC(0-24h)s were nM*h in 0.075, 0.025, and 0.75 mg/kg/day
liraglutide groups (average of males and females combined), respectively.”
 
When we look into report 200240 (on page 1586) in the TK table we get:

 
We would like to understand how the reviewer determined the exposure ratio, as it is
different than our calculation.  Would it be possible to get clarification from the Tox
reviewer?  Thanks so much for your help.
 
Michelle
 
 
___________________________________________________________________________________________

Michelle Thompson
Senior Director, Regulatory Affairs
Clinical Development, Medical & Regulatory Affairs

Novo Nordisk Inc.
800 Scudders Mill Road
Plainsboro, New Jersey 08536
USA
609-987-5972 (direct)

 (mobile)

This e-mail (including any attachments) is intended for the addressee(s) stated above only and may contain
confidential information protected by law. You are hereby notified that any unauthorized reading, disclosure, copying
or distribution of this e-mail or use of information contained herein is strictly prohibited and may violate rights to
proprietary information. If you are not an intended recipient, please return this e-mail to the sender and delete it
immediately hereafter. Thank you.
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) - minor revision based on review of antibody formation data
Date: Friday, October 17, 2014 12:40:00 PM
Importance: High

Hi Michelle;
 
Reference your amendment to NDA 206321, on October 15, 2014, containing
additional information related to antibody formation associated with liraglutide use. 
We have reviewed the submission and based on the data we are requesting a minor
revision to the package insert as described below (underline and strike out):
 
Immunogenicity
Patients treated with Saxenda may develop anti-liraglutide antibodies.  Anti-liraglutide antibodies
were detected in 42 (2.8%) of 1505 Saxenda-treated patients with a post-baseline assessment. 
Antibodies that had a neutralizing effect on liraglutide in an in vitro assay occurred in 18 (1.2%) of
1505 Saxenda-treated patients. Presence of antibodies may be associated with a higher incidence
of injection site reactions  and reports of low blood glucose. In
clinical trials, these events were usually classified as mild and resolved while patients continued on
treatment.
 
The detection of antibody formation is highly dependent on the sensitivity and specificity of the
assay. Additionally, the observed incidence of antibody (including neutralizing antibody) positivity
in an assay may be influenced by several factors including assay methodology, sample handling,
timing of sample collection, concomitant medications, and underlying disease. For these reasons,
the incidence of antibodies to Saxenda cannot be directly compared with the incidence of
antibodies of other products.
 
Please let me know if you have any questions or concerns about this change.  Many
thanks.  Pat
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) Revised MG and IFU
Date: Wednesday, October 15, 2014 9:11:00 PM
Attachments: FDA to NN 15Oct14  IFU.doc

FDA to NN 15Oct14 MG.doc
Importance: High

Hi Michelle;
 
I am enclosing the medication guide (MG) and instructions for use (IFU) for Saxenda,
containing FDA revisions.  Almost all these revisions were made by the patient
labeling team.
 
In addition to content, they may make revisions to the format of the documents. 
Please use the versions attached to this email, if you need to make additional
changes.  Apparently attempting to copy and paste formatting revisions into another
document can result in loss of the changes (including the font, bulleting, indentation,
and line spacing). 
 
If you have any questions or do not agree with any of the revisions, please send me
your edits and we will discuss with the patient labeling team.  They have revised the
documents to help ensure patient comprehension and they are experts at this.  As
before, accept all the revisions with which you agree.  If you want to propose
alternative language, leave our track changes and add your own edits in track
changes also.
 
The REMS documents have not cleared final review and sign off.  I will send them as
soon as possible.
 
Please contact me if you have any questions.  Please confirm receipt.
 
Sincerely;
 
Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
Phone: 301-796-1249
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) REMS documents
Date: Thursday, October 16, 2014 10:57:00 AM
Attachments: FDA to NN 16Oct14  proposed-rems-support-tracked.doc

FDA to NN 16Oct14 DRISK REMS comments.docx
FDA to NN 16Oct14 proposed-rems-tracked.doc
FDA to NN 16Oct14 REMS slides revised.pptx

Importance: High

Hi Michelle;
 
I am enclosing the revised REMS documents.
 
If you have any questions or do not agree with any of the revisions, please send your
edits via email and we will discuss with the safety labeling team and DRISK. 
 
DRISK has requested that you submit any proposed changes via email only so that
the next official submission can be considered final.
 
Please confirm receipt.
 
Sincerely;
 
Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
Phone: 301-796-1249
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From: Madara, Patricia
To: "MTHO (Michelle Thompson)"
Subject: RE: NDA 206321 (Saxenda) REMS documents
Date: Thursday, October 16, 2014 7:47:00 PM
Attachments: FDA to NN 16Oct14 NN to FDA 15Oct14.doc
Importance: High

Hi Michelle;
 
I have attached the revised PI, taking into account your proposed edits below.  It does
not include your revisions to Table 1 in section 14, sent to us, via email, at 6:33 PM.  I
will forward those changes to the statistical review team. 
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
 
 
 
From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Thursday, October 16, 2014 2:45 PM
To: Madara, Patricia
Subject: RE: NDA 206321 (Saxenda) REMS documents
 
Hi Pat,
 
Please see below proposed text from NN related to description of glycemia and proposal
for placement in sections 5, 6 and 12.   We are working on the data table for section 14
and should have it too you shortly.
 
Thanks for the information re the REMS documents, we are working on these and should
have them to you soon.  Let me know if you have any other questions.
 
Michelle
 
 
Section 5.4 Risk for Hypoglycemia with Concomitant Use of Anti-Diabetic Therapy
 
The risk for serious hypoglycemia is increased when Saxenda is used in combination with insulin
secretagogues (for example, sulfonylureas) in patients with type 2 diabetes mellitus.  Therefore,
patients may require a lower dose of sulfonylurea (or other concomitantly administered insulin
secretagogues) in this setting [see Dosage and Administration (2) and Adverse Reactions (6.1)]. 
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Saxenda should not be used in patients taking insulin. 

 
Section 6 
 
Novo Nordisk Comment:  Novo Nordisk believes

 
In a clinical trial involving patients with overweight or obesity and concomitant type 2 diabetes
mellitus    severe hypoglycemia
(defined as requiring the assistance of another person) occurred in 3 (0.7%) of 422 Saxenda-
treated patients and in none of the 212 placebo-treated patients.  Each of these 3 Saxenda-treated
patients was also taking a sulfonylurea.  In the same trial, among patients taking a sulfonylurea,
documented symptomatic hypoglycemia (defined as documented symptoms of hypoglycemia in
combination with a plasma glucose less than or equal to 70 mg/dL) occurred in 48 (43.6%) of 110
Saxenda-treated patients and 15 (27.3%) of 55 placebo-treated patients. The doses of
sulfonylureas were reduced by 50% at the beginning of the trial per protocol. The frequency of
hypoglycemia may be higher if the dose of sulfonylurea is not reduced.  Among patients not taking
a sulfonylurea, documented symptomatic hypoglycemia occurred in 49 (15.7%) of 312 Saxenda-
treated patients and 12 (7.6%) of 157 placebo-treated patients.  
 
In Saxenda clinical trials involving patients without type 2 diabetes mellitus, there was no
systematic capturing or reporting of hypoglycemia, as patients were not provided with blood
glucose meters or hypoglycemia diaries.  Spontaneously reported symptomatic episodes of
unconfirmed hypoglycemia were reported by 46 (1.6%) of 2962 Saxenda-treated patients and 19
(1.1%) of 1729 placebo-treated patients.  Fasting plasma glucose values obtained at routine clinic
visits less than or equal to 70 mg/dL, irrespective of hypoglycemic symptoms, were reported as
“hypoglycemia” in 92 (3.1%) Saxenda-treated patients and 13 (0.8%) placebo-treated patients. 
 
Section 12.1 Pharmacodynamics
 
Liraglutide lowers body weight through decreased calorie intake. Liraglutide does not increase 24-
hour energy expenditure. 
 
As with other GLP-1 receptor agonists, liraglutide stimulates insulin secretion and reduces glucagon
secretion in a glucose-dependent manner. These effects 

 
Cardiac Electrophysiology (QTc) in healthy volunteers
The effect of liraglutide on cardiac repolarization was tested in a QTc study. Liraglutide at steady-
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state concentrations after daily doses up to 1.8 mg did not produce QTc prolongation.  The
maximum liraglutide  plasma concentration (Cmax) in overweight and obese subjects treated with
liraglutide 3 mg is similar to the Cmax observed in the liraglutide QTc study in healthy volunteers.
 
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Thursday, October 16, 2014 2:28 PM
To: MTHO (Michelle Thompson)
Subject: RE: NDA 206321 (Saxenda) REMS documents
Importance: High
 
Hi Michelle;
 
I checked with DRISK and all the items you mention are appended to the REMS
supporting document since that was the way you sent them to us.  DRISK did say it
might be easier if each was a separate item.
 
Also, they mentioned that you should make sure everything is aligned with the most
recent label.
 
Finally, we will be sending the PI to you shortly, with our revisions (discussed and not
discussed at the tcon).  I am not sure we will be able to include the sections you are
sending to us. 
 
We will see what happens.  Pat
 
From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Thursday, October 16, 2014 11:29 AM
To: Madara, Patricia
Subject: RE: NDA 206321 (Saxenda) REMS documents
 
Hi Pat,
 
Thanks for sending.  You did not include the REMS Letters or Factsheet.  Can I go ahead
and revise based on the comments in the attached documents (as well as to update the
indication per the current draft label)?  And then we can return all these to you.  Let me
know thanks.
 
Michelle
 
From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Thursday, October 16, 2014 10:57 AM
To: MTHO (Michelle Thompson)
Subject: NDA 206321 (Saxenda) REMS documents
Importance: High
 
Hi Michelle;
 
I am enclosing the revised REMS documents.
 
If you have any questions or do not agree with any of the revisions, please send your
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edits via email and we will discuss with the safety labeling team and DRISK. 
 
DRISK has requested that you submit any proposed changes via email only so that
the next official submission can be considered final.
 
Please confirm receipt.
 
Sincerely;
 
Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
Phone: 301-796-1249
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide) - safety labeling changes
Date: Tuesday, October 07, 2014 4:18:00 PM
Attachments: FDA to NN 7Oct14-physician-insert WORD.doc

NDA 206321                                      INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
In addition, we reference the draft, revised package insert we sent to you via email on
September 30, 2014 and the response you sent today, via email.
 
Please see the revisions – ONLY THOSE ITEMS HIGHLIGHTED IN BRIGHT GREEN
-  to the package insert attached to this email. 
 
Please incorporate these revisions into your most recent version of the PI (i.e. the
one just sent to us) and send back via email.  They are revisions requested as part of
a class labeling change for all long-acting GLP-1 agonist products.
 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide) - FDA revisions
Date: Monday, October 13, 2014 1:57:00 PM
Attachments: FDA to NN 13Oct NN to FDA 8Oct14.doc
Importance: High

NDA 206321                                                
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
In addition, we reference the draft, revised package insert you sent to us via email on
October 8, 2014.  We have reviewed your proposed changes and responded.
 
Please incorporate our revisions into the most recent version of the PI.
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda) Revisions to PMRs and PMC requested
Date: Wednesday, October 08, 2014 3:48:00 PM
Attachments: FDA to NN 08oct14  Reponse to Company"s Oct 3 PMR submission SAXENDA.doc
Importance: High

NDA 206321                                                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide) Injection.  

In addition we reference the draft milestone dates for PMRs and PMCs that you
submitted on October 3, 2014.
We have reviewed your proposed dates and request some revisions.  Please correct
the dates as indicated in the attached document, in track changes.
Please submit the revisions via email, as an MS WORD document in track changes. 
Please provide your responses by COB tomorrow (10/9/14)
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Revisions to REMS materials
Date: Monday, September 29, 2014 1:51:00 PM
Attachments: FDA to NN 2014 09 29 Saxenda NDA 206321 REMS comments.pdf

FDA to NN 2014 09 29 Liragluitde 3 0 mg REMS.doc
FDA to NN 2014 09 29 Liraobesity REMS Supporting Doc.doc
FDA to NN 2014 09 29 REMS Factsheet.docx
FDA to NN 2014 09 29 REMS Letter for HCP.docx
FDA to NN 2014 09 29 REMS Letter for Prof Society.docx
FDA to NN 2014 09 29 REMS slides.pptx
FDA to NN 2014 09 29 REMS WEBSITE.docx

Importance: High

NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
We continue to review your application.  We are sending revised REMS materials for
review.  Our comments are contained in the attached PDF document.
 
Please remember that additional changes to the REMS may be required to align
REMS-related documents with the final version of the label.
 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - request for Information
Date: Thursday, October 02, 2014 10:34:00 AM
Importance: High

NDA 206321                                      INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
We continue to review your application and have the following request for
information. 
 

·         We note that in your briefing document for the September 11, 2014,
advisory committee meeting that “[o]ne MTC event has occurred in the
ongoing LEADER trial, treatment allocation remains blinded” (p. 180). 
Please unblind this case and provide us with a safety report and relevant
case report forms. Please include available clinical information that could
aid in a causality assessment such as demographics, calcitonin data, any
genetic testing (RET) performed, past medical history, family history,
pathology reports, and staging.  If other cases of MTC have been
reported in LEADER since your briefing document was written, please
unblind these cases and provide the same information.  
 

·         Please respond to this request with available information by COB
October 3, 2014; if time is needed to gather additional follow-up
information, provide your anticipated timeline for a subsequent
response.

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Information request and FAERS safety report
Date: Tuesday, September 30, 2014 10:12:00 AM
Attachments: 30sept14 Victoza CaseRedacted.pdf
Importance: High

NDA 206321                                    ADVICE / INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity. 
 
We continue to review your application and have the following request for
information. 
 

·         Please provide all available follow up information on patient 425011 from
trial 3970.  His AST was 381 and ALT was 165 at week 4 and then he
discontinued the trial.

 
In addition, we have attached a copy of the safety report you requested via email, on
September 24, 2014.  This case was submitted directly to FDA so the attached
version is redacted.
 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Saxenda prescriber information with FDA revisions
Date: Tuesday, September 30, 2014 9:04:00 PM
Attachments: 1839 mi 5 percent responder.do

1839 mi 10 percent responder.do
1839 mi absolute change.do
1839 mi emperical distribution plot.do
1839 mi percent change.do
1922 mi 5 percent responder.do
1922 mi 10 percent responder.do
1922 mi absolute change.do
1922 mi percent change.do
1923 weighted absolute and percent change.do
1923 weighted categorical analysis .do
SRPI.pdf
FDA to NN 30Sept14-physician-insert WORD.doc

Importance: High

Hi Michelle;
 
I am enclosing the package insert for Saxenda, containing FDA revisions.  Please
review our tracked changes.  I recommend you accept all our revisions (but do not
delete our comments). If you feel strongly that something should be added or deleted
or revised, please leave our revisions, add your changes and provide a robust
rationale. 
 
Please note the label remains under review and additional changes may be
forthcoming; for example, we have not completed our review of Section 5.1.  In
addition, the patient labeling team has not yet reviewed the Medication Guide and
Instructions for Use.
 
I am also attaching the following items:
 

1.     “The Selected Requirements of Prescribing Information.”  It is a checklist to
ensure that the PI complies with the PLR requirements.  This form used to be
completed (and revisions requested) by the reviewing division.  It is now the
responsibility of the company.

 
2.      The program codes used for our statistical analysis.

 
3.    The following general revisions should be incorporated throughout the labeling

(Carton Labeling, Pen Label, Package Insert Labeling, and IFU), wherever
they are applicable, if not already corrected.

 
a.    If there are any instances of the symbol ‘<’ or ‘>’ anywhere in the labeling,

revise to use appropriate wording.  The ‘greater than’ and ‘less than’
symbols are dangerous abbreviations that could be interpreted opposite of
its intended meaning.

 
b.    Remove all trailing zeros throughout the label and labeling, if we have not

already deleted them. The trailing zero after the decimal point may lead to
misinterpretation (e.g. 3.0 mg as 30 mg). Trailing zeros are listed as a
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dangerous dose designation on the Institute of Medicine’s ‘List of
Error‐Prone  Abbreviations, Symbols, and Dose Designations’.   As part of
a national campaign to avoid the use of dangerous abbreviations and dose
designations, FDA agreed not to approve error prone trailing zeroes in the
labeling of products.

 
4.    Please determine if the length of the Saxenda highlights (HL) is greater than

one-half page (the HL Boxed Warning does not count against the one-half
page requirement).  If it is, please request a waiver or let me know where the
waiver request is located within your application.

 
Please contact me if you have any questions.  Please confirm receipt.
 
Sincerely;
 
Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
Phone: 301-796-1249
 
Please confirm receipt.
Sincerely;
Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 Saxenda (liraglutide for obesity) - request for information
Date: Friday, September 26, 2014 3:05:00 PM

NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle:
 
Yes, I’m back.  Please refer to your New Drug Application (NDA) submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide
for obesity). 
 
We continue to review your application and have the following request for
information. 
 

·         Please comment on patients with treatment emergent CK > 10x ULN.  Did
any patient experience CK above this value in association with muscle
symptoms and/or creatinine increases that would be suggestive of
myopathy?  How many patients with CK > 10x ULN had an alternative
explanation for the increase, such as vigorous exercise (if known)?

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 
 

Reference ID: 3636102



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

PATRICIA J MADARA
09/26/2014

Reference ID: 3636102



From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: FW: NDA 206321 (Saxenda, liraglutide for obesity) Request for Information - clarification
Date: Thursday, September 25, 2014 11:34:00 AM
Attachments: 23Sept14 clinical IR.pdf
Importance: High

Hi Michelle;

For the information request below, the clinical review team has the following
clarification:

·         Data for patients in 1807 ext 2 should be included with the treatment
received at the time of the event, rather than according to treatment
randomization (in other words, a patient who was randomized to placebo,
but has ALT > 3x ULN on liraglutide in year 2, should be counted as a lira
patient). 

Please contact me if you have any questions.

Sincerely;

Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249

 
 

 

From: Madara, Patricia 
Sent: Tuesday, September 23, 2014 8:33 PM
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda, liraglutide for obesity) Request for Information
Importance: High
 

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity).

We continue to review your application and have an additional request for
information.  
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·         Please respond to the request contained in the attached PDF document. 

You may respond unofficially, via email, but also submit the information officially to
your NDA. 

Note we are requesting submission of the information by September 26, 2014, or, if
necessary,  by September 29, 2014, at the very latest.

Thanks for your help.  Please confirm receipt of this email.

Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Request for Information
Date: Thursday, September 25, 2014 12:23:00 PM
Importance: High

NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity). 
 
We continue to review your application and have the following request for
information. 
 

·         Are the patients identified as ‘no antibodies’ in table 2-106 known to
have no antibodies, or are you also including patients who weren’t tested
/ only had baseline assessments?  If the latter, please recalculate the AE
incidences for ‘no antibodies’ using the correct denominator (as per table
2-105).

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 Saxenda (liraglutide for obesity)
Date: Thursday, September 25, 2014 11:52:00 AM
Attachments: FDA to NN 25sept14 SAXENDA - PMRs and PMCs.doc
Importance: High

NDA 206321                                                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide) Injection.  

We continue to review your application.   Please find attached a draft list of
postmarketing required studies and postmarketing commitments.
We request that you provide milestone dates for each study and return the document
to us.  Please respond as soon as possible but no later than October 1, 2014.
You may submit your responses informally, however, when agreement has been
reached, please submit the milestone dates officially to your NDA. 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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PMR/PMC list for NDA 206321 
SAXENDA (liraglutide) injection 

 
While review of your application continues, we are sending you a draft list of PMRs/PMCs 
based on the data and internal analyses available to date.  These brief study/trial summaries are 
intended to describe the main objective and study/trial characteristics of interest.  
 
Please submit by email a copy of the PMR and PMC studies/trials to us with milestone dates, 
which include Final Protocol Submission, Study Completion and Final Report Submission.   
 

• Note that milestone dates only need month and year 
• For milestone calculation purposes only, assume that an approval occurs on the 

PDUFA date.   
• Note that the "Final Protocol Submission" date is the date by which you have 

submitted a complete protocol that has already received full concurrence by FDA. 
• For PMCs, include a statement that you agree to conduct these studies/trials.   

 
 
Postmarketing Requirements 

 
1. A juvenile rat toxicity study with liraglutide treatment from pre-puberty through 

reproductive maturity. 
 

Trial Completion:      
Final Report Submission:    

 
 

2. A clinical pharmacology trial (Trial NN8022-3967) to assess pharmacokinetic and 
pharmacodynamic parameters of Saxenda in obese pediatric patients ages 12 to 17 years 
(inclusive). 
 
Trial Completion:      
Final Report Submission:    

 
 

3. A 56-week randomized, double-blind, placebo-controlled study to evaluate the safety and 
efficacy of Saxenda for the treatment of obesity in pediatric patients ages 12 to 17 
(inclusive). 
 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:  
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4. A clinical pharmacology trial to assess pharmacokinetic and pharmacodynamic 
parameters of Saxenda in obese pediatric patients ages 7 to 11 years (inclusive).  

 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    

 
 
5. A 56-week randomized, double-blind, placebo-controlled study to evaluate the safety and 

efficacy of Saxenda for the treatment of obesity in pediatric patients ages 7 to 11 
(inclusive).  The trial may not be initiated until results from the Saxenda adolescent 
safety and efficacy trial have been submitted to and reviewed by the Agency.  
 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    
 
 

6. A medullary thyroid carcinoma registry-based case series of at least 15 years duration to 
systematically monitor the annual incidence of medullary thyroid carcinoma in the 
United States and to identify any increase related to the introduction of Saxenda 
(liraglutide) into the marketplace. This study will also establish a registry of incident 
cases of medullary thyroid carcinoma and characterize their medical histories related to 
diabetes and use of Saxenda (liraglutide) 

 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    

 
 

7. To assess the risk of breast cancer associated with liraglutide, collect information on 
baseline cancer risk and potential confounders for all identified cases of breast cancer in 
the cardiovascular outcomes trial (LEADER), including (but not limited to) prior history 
of breast cancer, family history of breast cancer, BRCA1/BRCA2 status, age at 
menopause, history of radiation to the chest, age at menarche, and current/prior use of 
hormonal therapy. 

 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:   
 

 
 
 
 

Reference ID: 3634583



 Page 3 of 3 

8. To assess the risk of breast cancer associated with liraglutide, collect information on 
baseline cancer risk and potential confounders for all identified cases of breast cancer in 
Trial 1839, including (but not limited to) prior history of breast cancer, family history of 
breast cancer, BRCA1/BRCA2 status, age at menopause, history of radiation to the chest, 
age at menarche, and current/prior use of hormonal therapy. 
 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:   

 
 
Postmarketing Commitments: 
 

9. A study evaluating gallbladder ejection fractions in liraglutide treated subjects to further 
characterize the effect of liraglutide on gallbladder motility. 

 
Final Protocol Submission:  
Trial Completion:      
Final Report Submission:    
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda, liraglutide for obesity) Request for Information
Date: Tuesday, September 23, 2014 8:33:00 PM
Attachments: 23Sept14 clinical IR.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Saxenda (liraglutide for obesity).

We continue to review your application and have an additional request for
information.  

·         Please respond to the request contained in the attached PDF document. 

You may respond unofficially, via email, but also submit the information officially to
your NDA. 

Note we are requesting submission of the information by September 26, 2014, or, if
necessary,  by September 29, 2014, at the very latest.

Thanks for your help.  Please confirm receipt of this email.

Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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We recently became aware of a patient (trial 1839, ID 473005), who had elevations in transaminases 
and lipase at unscheduled visits (e.g., day 48, ALT 328 U/L; day 56 ALT 83 U/L).  The reason provided that 
these values were not included in reporting was, ‘Not selected retest’ (DFLAGR variable). 
 
Finding this patient whose ALT and AST values at these unscheduled visits were not reported in the CSR 
and not captured in outlier analyses (e.g., in the response to FDA request dated 18 Jun 2014), gives us 
concern that there are cases that may have been missed. 
 
Therefore, we request that you recalculate the outlier information from your response to FDA request 
dated 18 Jun 2014 for the following parameters utilizing all treatment-emergent study values in the 
database, including unscheduled visits: 
 

ALT 
≥ 3x ULN 
≥ 5x ULN 

≥ 10x ULN 
≥ 20x ULN 

AST 
≥ 3x ULN 
≥ 5x ULN 

≥ 10x ULN 
≥ 20x ULN 
Alk Phos 

≥ 2.5x ULN 
≥ 5x ULN 

≥ 20x ULN 
T. bili 

≥ 1.5x ULN 
≥ 2x ULN 
≥ 3x ULN 

≥ 10x ULN 
ALT + T. bili 

ALT > 3x ULN + T. bili > 2x ULN 
Serum creatinine 

≥ 0.3 mg/dL increase from baseline 
≥ 1.5x baseline 
≥ 3x baseline 
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: RE: NDA 206321 (Saxenda, liraglutide for obesity) - REQUEST FOR INFORMATION
Date: Friday, September 19, 2014 4:19:00 PM
Importance: High

NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle;
 
As a follow-up to the requests listed below, we also have an additional request for
information.
 

·          Provide the percentage of patients lost to follow-up in the LEADER trial
to date by September 24, 2014.

 
Thanks again for your help.  Please confirm receipt.
Sincerely;
Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
 
 
 
 
From: Madara, Patricia 
Sent: Friday, September 19, 2014 3:49 PM
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (Saxenda, liraglutide for obesity) - REQUEST FOR INFORMATION
Importance: High
 
NDA 206321                                    INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity. 
 
We continue to review your application and have the following requests for
information. 
 

1.    Provide the number of breast cancer cases identified to date in the

Reference ID: 3631178



LEADER trial, by blinded treatment allocation (i.e., A vs. B).  Provide the
number of events sent for adjudication, the number of positively
adjudicated malignant events, and the number of suspected or pending
cases that have not yet been reviewed by the adjudication committee.

 
2.    Provide median and cumulative patient-years of follow-up in the ITT

population (i.e., regardless of ongoing drug exposure status) by blinded
treatment allocation (i.e., A vs. B) to date in the LEADER trial.

 
3.    Provide the most updated counts of breast cancer cases and event rates

from the ongoing extension of trial 1839.  Provide the number of events
sent for adjudication, the number of positively adjudicated malignant
events, and the number of suspected or pending cases that have not yet
been reviewed by the adjudication committee.

 
4.    Explain your procedures to ensure cancer ascertainment in patients who 

don’t return to follow-up visits for both LEADER and 1839-ext.
 
We request the answers to questions  #1-3 by 9/24 and question #4 by 10/1.
 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) urgent requests for information
Date: Thursday, August 28, 2014 8:06:00 PM
Importance: High

NDA 206321                                   URGENT INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity. 
 
We have the following comments and urgent requests for information. 
 

1.    The footnote of figure 2-57 of the ISS states that “curves represent mean for
subjects with no adjudicated breast neoplasms”.  Does “subjects” refer to all
subjects or just women?

 
In addition, we reference the briefing document you submitted for the upcoming
advisory committee meeting.
 

2.    On page 180 paragraph 2, you make the following statement: “In the
postmarketing setting, 12 spontaneous reports of MTC have been
observed with Victoza® as of 30 June 2014 based on more than 3.3
million PYE.”

 
Please supply the following information on the 12 spontaneous reports you

reference:
 

a.     Manufacturer Control Number:
b.     Date of Submission to the FDA:
c.    Event Verbatim (Preferred Terms):

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Urgent request for information
Date: Tuesday, August 12, 2014 1:16:00 PM
Importance: High

NDA 206321                                   URGENT INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.  In addition, we
reference the briefing document you just submitted for the upcoming advisory
committee meeting
 
We have the following comments and urgent requests for information. 
 
Please respond by close of business on 8/13 to resolve differences between
cancer data provided in your July 9, 2014, response to FDA’s June 10, 2014,
Information Request (IR) and your briefing document for the Endocrinologic
and Metabolic Drugs Advisory Committee meeting on liraglutide for obesity.
 

1.     The T2DM pools in the two documents include the same number of
patients and cumulative follow-up time among patients exposed to
liraglutide but the pools in the two documents differ for control patients.
Appendix 1, Table 3 (T2DM pool) of your response to the IR includes

 comparator patients (males + females) and  patient-years of
follow-up.  Your briefing document (p.179 and other instances) lists 3,671
comparator patients with 2,525.3 patient-years of follow-up in the T2DM
pool.

 
2.    We detected different event counts in the T2DM pool between the 2

documents:
 

a.    Your response to the IR includes  events of malignant and
unspecified breast neoplasms (excl. in situ) among women exposed
to liraglutide in the T2DM pool (Appendix 1, Table 22), while only 7
were reported in the briefing document (p.177).

 
b.     In the briefing document, 3 cases of colorectal neoplasm  were

reported in comparator patients (p.187) vs. patients in the response
to the IR (Appendix 1, Table 37).

 
3.    Please explain the above mentioned discrepancies.

 
Thanks for your help.  Please confirm receipt of this email.
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Sincerely;
 
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 Saxenda (liraglutide for obesity)
Date: Monday, August 04, 2014 12:23:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.
 
We continue to review your application and have the following comments and
requests for information. 
 

1.     Regarding PHQ9 scores for patient 486024 in trial 1839, please explain
why

 
2.    We note that patients 206005 and 206006 in trial 1923 both had WBC of

1100/uL and related adverse events on 5 Oct 09.  WBC values on other
dates were not low.  Please submit any additional information available.

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 
 

Reference ID: 3604180

(b) (4)



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

PATRICIA J MADARA
08/04/2014

Reference ID: 3604180



From: Madara, Patricia
To: "SDEC (Stephanie DeChiaro)"
Cc: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: RE: NDA 206321 (liraglutide for obesity) follow up information request
Date: Wednesday, July 09, 2014 12:16:00 PM
Importance: High

Hi Stephanie;

Please note the typo in the last line of the email below.  I have corrected the date by
which we request submission from July 3 to July 14, 2014.

Apologies for the error.

Sincerely;

Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249

From: Madara, Patricia 
Sent: Wednesday, July 09, 2014 12:03 PM
To: SDEC (Stephanie DeChiaro)
Cc: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) follow up information request
Importance: High
 

NDA 206321                                     INFORMATION REQUEST          

 

Hi Stephanie:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We appreciate the timely response, submitted on July 3, 2014, to the FDA
information request dated June 26, 2014.  In your response to question 2, you
describe why fasting status was not captured for select visits and subjects in
the (vs.xpt) SDTM datasets for Trials 3630, 1807,1839,1922,1923 and 3970. For
these trials, please submit by July 14, 2014 revised SDTM datasets with
corrected values for fasting status.

You may respond unofficially, via email, but also submit the information officially to
your NDA.  Note we are requesting submission of the information by July 3 14, 2014.

Thanks for your help.  Please confirm receipt of this email.
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Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) Request for Information
Date: Tuesday, July 01, 2014 1:08:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          
 
 
Hi Michelle:
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.
 
We continue to review your application and have the following comments and
requests for information. 
 

 are impurities in the
liraglutide drug product

 Based on results from
studies evaluating leachables from the container closure system, storing the
drug product for months at 2 – 8C followed by days at 30C may result in
human exposure to  mcg/day  (combined), an exposure that

 the threshold of toxicological concern (TTC).
 

1.     Please provide information on the time dependency of the formation of 
 in the drug product stored at room temperature.

 
2.    Please provide a tabulated summary of all genotoxicity data for 

establishing that it is not genotoxic.
 

3.    Please provide your justification for the proposed specifications for 
 in the drug product.

 
Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - Request for Information
Date: Tuesday, June 24, 2014 12:03:00 PM
Attachments: 24June14 liraglutide Information request.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.  

·         Please respond to the requests contained in the attached PDF
document. 

You may respond unofficially, via email, but also submit the information officially to
your NDA. 

Thanks for your help.  Please confirm receipt of this email.

Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Information request for sponsor of NDA 206321 (obesity): 
 
We are reviewing  you have included in your proposed labeling 

 
 

 
Based on our initial review, we have the following concerns: 

 
, please provide the following information for 

our review: 
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - Request for Information
Date: Friday, June 20, 2014 3:24:00 PM
Attachments: 20June14 Liraglutide Information Request.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.  

·         Please respond to the requests contained in the attached PDF
document. 

You may respond unofficially, via email, but also submit the information officially to
your NDA.  Note we are requesting submission of the information by June 27, 2014.

Thanks for your help.  Please confirm receipt of this email.

Sincerely;

Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Please provide the following information by June 27, 2014.  Contact us immediately if clarification is 
needed. 

1. Provide sex-, age-, and exposure specific person time of follow-up (intent-to-treat) for each of 
the following clinical trial pools.  Refer to Table 1 for specific age categories and provide one 
such table for each study pool. 

Study pools: 

a. Pool 1: obesity trials (Saxenda): Phase-2 and Phase-3 trials, including extension and 
observational follow-up periods (120 day safety update) 

b. Pool 2: diabetes trials (Victoza): Phase-2 and Phase-3 trials, including extension and 
observational follow-up periods 

c. Pool 3: combination of Pools 1 and 2  

2. Provide age-, sex-, and exposure specific counts of all malignant neoplasms (by individual type of 
cancer and combined) observed in each of the study pools mentioned above.  For breast cancer, 
provide separate counts of invasive cancers, in situ cancers, and combined counts.   

3. Provide separately for each of the studies included in Pool 3 data for the cells listed in Table 2, 
that is, study-, sex-, and exposure specific patient counts, person-time, and counts of malignant 
neoplasm by individual type of cancer and combined. 

4. Comment on the appropriateness of the aforementioned study pools in assessing the incidence 
of malignant neoplasms in the liraglutide development program.  Please comment on whether 
person-time of follow-up is selected to include all malignant neoplasms that were diagnosed 
during that time and have been adjudicated (Pool  1).  In addition, comment on the validity of 
categorization of malignancy in Pool 2 (diabetes trials), in the absence of adjudication of 
potential cases. 
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Table 1. Dummy table for age-, sex-, and exposure specific person-time 

Baseline 
age 

category 

Liraglutide, males Liraglutide, females Comparator, males Comparator, females 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

<25         

25-29         

30-34         

35-39         

40-44         

45-49         

50-54         

55-59         

60-64         

65-69         

70-74         

75-79         

80-84         

85+         

sum         
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Table 2.  Dummy table, study-specific information on malignant neoplasms 

Study 
number 

Liraglutide, males Liraglutide, females Comparator, males Comparator, females 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

Number 
of subjects 

Person-
years 

1         

2         

3         

…         

 

Table 2, continued (A, B, … refers to cancer type) 

Study 
number 

Liraglutide, males Liraglutide, females Comparator, males Comparator, females 
Count, 

neoplasm 
A 

Count, 
neoplasm 

B 

Count, 
neoplasm 

... 

Count, 
neoplasm 

A 

Count, 
neoplasm 

B 

Count, 
neoplasm 

… 

Count, 
neoplasm 

A 

Count, 
neoplasm 

B 

Count, 
neoplasm 

… 

Count, 
neoplasm 

A 

Count, 
neoplasm 

B 

Count, 
neoplasm 

… 
1             

2             

3             

…             
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From: Madara, Patricia
To: "MTHO (Michelle Thompson)"
Subject: RE: NDA 206321 (liraglutide for obesity) - Clarification
Date: Wednesday, June 11, 2014 6:34:00 PM
Importance: High

Hi Michelle;

The team reviewed your proposals and have responded with the following comments:

·         We agree with your proposal. We understand that you will need to
generate 134 outputs to address the IR.  However, some of the outputs
are interrelated and we recommend that you submit responses to the
complete IR in 15 business days, i.e., July 3, 2014.

Please contact me if you have any questions.  Please confirm receipt.

Sincerely;

Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249

 
 

 

 

 

From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Wednesday, June 11, 2014 12:29 PM
To: Madara, Patricia
Subject: RE: NDA 206321 (liraglutide for obesity) - Clarification
 

Hi Pat,

I am attaching a document from the team requesting additional clarification from the
reviewers.  Please note, as we are proposing to provide 134 outputs in response to the
request, we will need additional time to generate the responses.  Therefore, we propose
the following: once we receive Division feedback, Novo Nordisk will deliver the response
to IR#1, 2, 3 in 15 business days and IR #4 in 20 business days.  We would greatly
appreciate your timely response to our proposal.  Thanks and as always, your help is
much appreciated.

Michelle
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From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Wednesday, June 11, 2014 10:42 AM
To: MTHO (Michelle Thompson)
Subject: RE: NDA 206321 (liraglutide for obesity) - Clarification
 

Thanks, Michelle;

I will relay any requests for clarification you team has.  p

 

From: MTHO (Michelle Thompson) [mailto:mtho@novonordisk.com] 
Sent: Wednesday, June 11, 2014 6:44 AM
To: Madara, Patricia
Subject: RE: NDA 206321 (liraglutide for obesity) - Clarification
 

Thanks Pat, we took an initial look at the request you sent earlier and some things were
not clear.  This will help, but we may need to come back to you for additional
clarifications from the reviewer.  I will let you know.

Michelle

 

From: Madara, Patricia [mailto:Patricia.Madara@fda.hhs.gov] 
Sent: Tuesday, June 10, 2014 11:10 PM
To: MTHO (Michelle Thompson)
Subject: RE: NDA 206321 (liraglutide for obesity) - Clarification
Importance: High
 

Hi Michelle;

The review team realized that they did not specify the trials to include in the analyses
we requested earlier today.  Please use the following studies:

1.    Phase 2 study 1807
2.    Phase 3 study 1839
3.    Phase 3 study 1922

 
Thanks for your help. 

Sincerely;

Patricia Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
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From: Madara, Patricia 
Sent: Tuesday, June 10, 2014 4:19 PM
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) Another request for Information
Importance: High
 

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions contained in the attached PDF document.  In
addition, please note the requested timeline for response.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) Another request for Information
Date: Tuesday, June 10, 2014 4:18:00 PM
Attachments: 10June14 IR for Liraglutide NDA 206321.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions contained in the attached PDF document.  In
addition, please note the requested timeline for response.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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IR for Liraglutide NDA 

Please conduct the following analyses. The analyses #1, 3 and 4 should be conducted separately for the 
three phase 3 studies and also by pooling all the three phase 3 studies. For safety analyses, a separate 
analysis should be conducted for (1) all grades and (2) moderate to severe grades.  

Please submit the response to IR #1, 2 and 3 in 7 business days.  If any of these analyses is already 
submitted, please direct us to its location. Submit the response to IR#4 in 10 business days. Along with 
the report, please also submit the datasets and analysis codes used for the analysis.  

1. Exposure-response for nausea and vomiting. Please conduct both logistic regression analysis and 
time to event analysis (Kaplan Meier and cox proportional hazard analysis) for these safety 
endpoints. Both univariate and multivariate analysis (adjusting for known baseline risk factors) 
should be conducted.  

2. Exposure-response for hypoglycemia (focusing on Study 1922) 

3. Characterization of efficacy and safety by baseline body weight for both treatment and placebo 
arms : 

a. Characterize the above adverse events (nausea, vomiting, and hypoglycemia) by body 
weight categories.   

b. Efficacy analysis for both end points (% change from baseline in body weight and 
proportion of patients with at least 5% weight loss) by body weight categories. 

4. Compare the adverse event profiles of patients by weight loss in both treatment and placebo 
arm. In particular, address the adverse events profile for patients who experience significant 
weight loss during treatment with liraglutide and compare to other groups within the liraglutide 
treatment arm. For instance, you can divide the patients into four groups by their weight loss 
and compare the patients in the highest quartile (patients with highest weight loss) to patients 
in the other three quartiles.  Also, investigate if the adverse events are time dependent 
particularly for those patients who experience significant weight loss i.e. do these patients 
exhibit higher rate of adverse events later in their therapy since exposures of these patients will 
increase over time.  
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) Request for Information
Date: Monday, June 09, 2014 10:55:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have the following comments and requests for
information.  

1.      In trial 1839 the primary analysis did not include values from visit 17x for subjects
that discontinued from the study prior to visit 17. However, not considering these
subjects, it appears that several subjects had a fasting bodyweight measurement
after the measurement that was included in the primary analysis. See the listing
below for a subset of these subjects. The variables fvstdu and trlday are the
fasting bodyweight value and trial day, respectively, for visit 17 (visitnum = 170)
taken from the analysis dataset snfb.xpt. The variables vsstresn and vsdy are the
fasting bodyweight value and trial day, respectively, for visit 17 (visitnum = 170)
taken from the SDTM dataset vs.xpt.

2.      We are unable to identify in the protocol why the later measurements were not
used in the primary since they were not from visit 17x (vistnum = 175 in vs.xpt).
Please clarify why the later measurements were not used in the primary analysis,
and if documented in the protocol, provide the section number.  Please respond
to this request by 6/16/2014.
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Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 - Request for Information - REMS
Date: Monday, June 02, 2014 10:59:00 AM
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have the following comments and
requests for information.  

·          Your NDA submitted on December 20, 2013, included a Risk Evaluation
and Mitigation Strategy (REMS) consisting of a communication plan. FDA
and Novo Nordisk are in the process of modifying the Victoza REMS. 
Once the Victoza REMS modification is approved, we request that you
revise the REMS submitted for NDA 206321 to include all elements and
revisions made to the Victoza REMS that are applicable to the Saxenda
REMS.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - request for information
Date: Tuesday, May 20, 2014 1:16:00 PM
Attachments: 20May14 stats info request.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions and comments contained in the attached PDF
document.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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For trial 1839 we are unable to replicate the subject disposition presented in Table 10-1 of the 
CSR. As can be seen below using the analysis dataset s.xpt, we are unable to match the number 
of discontinuations due to Withdrawal Criteria (210 vs. 555) and Other (486 vs. 141). However, 
when we used the analysis dataset scf.xpt we were able to get similar but not identical results on 
Withdrawal Criteria. Note also that the individual components of the Withdrawal Criteria in 
Table 10-1 for the placebo group do not add up to the overall total (262 vs. 261).  
 
We have the following requests: 

• For trial 1839, please confirm whether the information in Table 10-1 is correct. 
• For trial 1839, please clarify why disposition numbers from the s.xpt analysis dataset 

(based on the output below) are different from the numbers in the CSR. Note that for trial 
1922 there is no difference between the disposition table in the CSR and counts from the 
s.xpt analysis dataset.  

• For trials 1839, 1922, 3970, 1923 and 1807 please provide the program code for the 
primary disposition table. 

 
Please submit responses and the requested material by May 27, 2014.  
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - Request for Information
Date: Friday, May 16, 2014 4:40:00 PM
Attachments: 16May14 clinical information requests.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions contained in the attached PDF document.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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We noted the following statement in the footnote of  Table 1 [laboratory values for patient 490007] in 
the 29 Apr 2014 submission (response to FDA request): 
 
Note the ALT value at week 4 was not included in the original table in the Clinical Trial Report due to the 
values that were used in the programming for impossible values (for ALT set to 0 to 1500). As this ALT 
value was outside this range an error code flag was generated and the value was mistakenly omitted 
from the listing. 
 
Questions and requests: 
 
• What were the upper and lower thresholds used to define “impossible” values for each clinical 

laboratory test and vital sign abnormality? 
 

• Aside from this ALT value for patient 490007, list other laboratory tests/vital sign abnormalities and 
individual values that were excluded from the clinical trial reports because they were above or 
below these thresholds. 

 
• Recalculate any laboratory/vital sign analyses that excluded these values. 
 
In addition, please provide the following: 
 
• Provide a brief narrative for each patient in the trials with ALT values > 10x ULN. 

 
• Patient 152024 from trial 1807 has some very abnormal laboratory (particularly hematology) 

laboratory values on 13 Aug 2007.  There were no adverse events associated with these values.  
Were these values flagged at all by the investigator or the medical monitor?  Were they considered 
laboratory error? 

 
• The laboratory analyses that you have provided in the ISS do not provide information about the 

proportion of patients in each treatment group with markedly high outliers at any point during the 
trial.  For example, we requested the following in the information request dated 12 May 2014 for 
the diabetes trials: 

 
• ALT: > 3x ULN, > 5x ULN, > 10x ULN, and > 20x ULN 
• AST: > 3x ULN, > 5x ULN, > 10x ULN, and > 20x ULN 

 
Provide these analyses for the weight management trials (proportion per treatment group), in 
addition to the following other outlier analyses: 
 
• Alkaline phosphatase > 2.5x ULN, > 5x ULN, > 20x ULN 
• Total bilirubin: > 1.5x ULN, > 3x ULN, > 10x ULN 
• CK: > 5x ULN, > 10x ULN 
• Serum creatinine: > 1.5x baseline, > 3x ULN, > 6x ULN 
• Hemoglobin: < 8 g/dL; > 2 gm/dL above ULN, > 4 gm/dL above ULN 
• WBC count: < 3000/mm3, < 2000/mm3, < 1000/mm3 
• Neutrophil count: < 1500/mm3, < 1000/mm3, < 500/mm3 
• Lymphocyte count: < 800/mm3, < 500/mm3, < 200/mm3; > 4000/mm3, > 20000/mm3 
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• Platelet count: < 75000/mm3, < 50000/mm3, < 25000/mm3 
• Corrected serum calcium: > 11.5 mg/dL, > 12.5 mg/dL, > 13.5 mg/dL; < 7 mg/dL, < 6 mg/dL 
• Serum glucose: < 55 mg/dL, < 40 mg/dL 
• Potassium: > 6 mmol/L, > 7 mmol/L; < 3 mmol/L, < 2.5 mmol/L 
• Sodium: > 150 mmol/L, > 160 mmol/L; < 130 mmol/L, < 120 mmol/L 
• Albumin: < 3 g/dL, < 2 g/dL 
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide injection) for obesity
Date: Monday, May 12, 2014 11:41:00 AM
Attachments: 12May14 clinical + stats info requests.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions contained in the attached PDF document.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Clinical Information Requests 
 
1. Do you know how many patients in each treatment group had colonoscopies during the trial?  

Mammograms? 
 

2. We acknowledge your response to FDA’s request dated 10 Apr 2014, table 3-5 regarding reports of 
deaths in the diabetes trials (IR dated 17 Mar 2014).  However, it appears that this listing does not 
include patient 698004 (trial 1697), who died of renal cell carcinoma.  Please clarify the discrepancy 
and whether the summary (lira vs. comparator) needs to be updated to include this case. 

 
3. We note a discrepancy in ISS table 2-77 vs. 120d safety update appendix 7.1 table 20: it appears that 

there was one event removed from the malignant thyroid event listing in the updated table; please 
clarify. 

 
4. Regarding ISS appendix 7.2 table 181, provide the patient-years of exposure that were used to 

calculate the event rates. 
 
5. Which dataset(s) was (were) used to develop ISS table 2-105 (anti-liraglutide antibodies)?  What is 

the difference between line listings 57 and 58 (appendix 7.9)? 
 
6. For the diabetes pool: provide a ‘Hy’s law’ analysis, as well as categorical analyses of ALT > 3x ULN, > 

5x ULN, > 10x ULN, and > 20x ULN and AST > 3x ULN, > 5x ULN, > 10x ULN, and > 20x ULN 
 
7. Provide individual patient IDs associated with the following figures:  ISS, Appendix 7.2, Figure 185 and 

ISS, Appendix 7.2, Figure 256 
 

8. We acknowledge the following statement from your submission dated 02 May 2014:  During 
preparation of this response Novo Nordisk realized that the datasets provided in the NDA for trial 
NN8022-1807 were for the full 104 week trial period. Therefore, with the dataset provided in the 
NDA the Agency would not be able to completely reproduce tables from the 20 week or 52 week 
interim analyses of NN8022-1807.  This is due to the fact that the database was continually updated 
up through 104 weeks and was not locked at the 20 week or 52 week periods.  The CTR’s for 20 week 
and 52 weeks were based on intermediate transfers from the live database and frozen in the 
statistical production environment.   

 
This explanation does not make clear why the weeks 20 and 52 data would change.  We note in the 
1807 study synopsis the dates for the 20-week main period (10 January 2007 to 13 September 
2007), the 52-week period (10 January 2007 to 23 April 2008), and the 104-week period (10 January 
2007 to 30 April 2009) were all completed well before the NDA was submitted.  Please clarify. 

 
Stats Information Requests 
 
1. In trials 1923, 1922, and 1839, subjects that withdrew from the study were asked to come in for a 

measurement at the nominal time-point of their 56 week visit. For each trial please provide the 
variable (and dataset) name which identifies these subjects. If such a variable does not exist, please 
provide the program code used to identify these subjects.  

 

Reference ID: 3504942



2. The multiple imputation strategy imputed missing values after withdrawal based on how similar 
subjects in the placebo arm that continued in the study. For each trial please provide the program 
code for these analyses. 
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - request for information
Date: Friday, April 25, 2014 2:12:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have the following request for information.

·         Please submit the statistical programs for the primary analysis of co-
primary endpoints in trials 1839, 1922, 3970, 1923, and 1807.  For each
trial we also request that you confirm whether the program code, when
applied to the analysis datasets included in the NDA submission, will not
need additional modification.  For instance a variable referenced in your
code may have a different name in the analysis dataset submitted to
FDA.  Please provide a listing of the modifications that will need to be
made, if any exist.

Please provide the requested material by 5/1/2014.

You may respond unofficially, via email, but also submit the information officially to
your NDA.

Thanks for your help.  Please confirm receipt of this email.
 
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) Request for Information
Date: Friday, April 11, 2014 2:00:00 PM
Attachments: 11April14 information requests.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide injection for obesity.

We continue to review your application and have additional information requests.
 Please respond to the questions  contained in the attached PDF document.

You may submit the information informally, via email but also submit it to your
application.
Thanks for your help.  Please confirm receipt of this email.
Sincerely;

Pat Madara 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993-0002 
Phone: 301-796-1249
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1.  Data questions 
 
We are having difficulty reproducing your safety tables based on the datasets provided.  For example: 
 
• ALT data as presented in the ISS Appendix 7.5, Table 5 

 
• Supplementary pool II adverse event counts in the Supplementary AE Report Appendix 1, Table 12 

 
• Adverse event counts in trial 1807 Clinical Trial Report, Table 12-2 
 
More generally, 
 
• How does one determine which laboratory data are counted in the main treatment period analyses 

for the various pools and the individual trials? 
 

• How does one determine which AEs in the sae.xpt dataset are counted in the main treatment period 
analyses? 

o For the various pools and the individual trials 
o Specifically for trial 1807, how does one determine which treatment emergent AEs are 

counted in the 52 wk (interim) analysis?  Which treatment arm variable is used for this 
analysis? 

 
Describe what “Controle Assessment” refers to in the variable ASSMTP. 
 
2.  Clinical questions 
 
• We acknowledge your response (dated 02 Apr 2014) to question 3 in the day 74 letter request.  

However, we remain curious about patient 490007 in trial 1839, the patient’s reported adverse 
events and reason for discontinuation (nausea and vomiting), and an apparently unacknowledged 
ALT value of 1523 at wk 4.   As you note at the top of the eCRF for laboratory samples, clinically 
significant values should be evaluated and reported as an adverse event.  Was this value not 
identified as clinically significant?  Did the sponsor audit laboratory values to ensure that clinically 
significant values were reported as AEs and/or to determine the appropriateness of a “not clinically 
significant” determination?  Do you have any further information regarding this case (e.g., was a 
hepatitis work-up done)? 

 
• Patient 439014 (death during 1839-ext) was not included in the ISS appendix 7.9 tables 2 and 3 

(included EAC diagnoses and comments for deaths).  Describe where this information is located in 
the NDA, or provide the EAC information for this patient. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206321
PROPRIETARY NAME REQUEST

  CONDITIONALLY ACCEPTABLE

Novo Nordisk Inc.
P.O. Box 846
800 Scudders Mill Road
Plainsboro, NJ 08536

ATTENTION: Robert B. Clark,
Vice President, Regulatory Affairs

Dear Mr. Clark:

Please refer to your New Drug Application (NDA) dated and received December 20, 2013, 
submitted under section 505 (b) of the Federal Food, Drug, and Cosmetic Act for Liraglutide 
Injection, 6 mg/ml.

We also refer to your January 10, 2014, correspondence, received January 10, 2014, requesting 
review of your proposed proprietary name, Saxenda. We have completed our review of the 
proposed proprietary name, Saxenda and have concluded that it is acceptable. Although we find 
the name acceptable, we note that this naming approach carries some risk of medication errors 
due to the overlap in patient population between Victoza and Saxenda, which may lead to 
therapy duplication if both products are prescribed in error to the same patient. To help reduce 
the potential for duplicate therapy errors with this naming approach, we agree with pursuing the 
labeling and outreach measures outlined in your submission, particularly warning against the 
concurrent use of Victoza and Saxenda.

If any of the proposed product characteristics as stated in your January 10, 2014 submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 
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NDA206321
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Terrolyn Thomas, Senior Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (240) 402-3981. For any other 
information regarding this application, contact Patricia Madara, Senior Regulatory Project 
Manager, in the Office of New Drugs at (301)796-1249.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) - Request for Information
Date: Wednesday, March 19, 2014 3:48:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide injection for obesity.  We
continue to review your application and have the following requests for information.  

1.    Provide a definition (one to two sentence description) for each of the
following variables.

 
2.    Describe which treatment arm variable was used for the adverse event,

safety laboratory, and vital sign analyses in the weight management pool
and supplementary pools I and II.

You may submit the information informally, via email but also submit it to your
application.
Thanks for your help.  Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: Pending NDA 206321 (liraglutide for obesity) - Request for Information
Date: Monday, March 17, 2014 9:32:00 PM
Attachments: 17March14 info request Deaths Supplementary pool I.pdf

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide injection for obesity.

We continue to review your application and have the following requests.  

1.    Please respond to the requests outlined in the attached PDF document.

2.    Please provide a timeframe for submission of responses to the information
requests issued in our letter dated March 4, 2014.

You may submit the information informally, via email but also submit it to your
application.
Thanks for your help.  Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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Information request to sponsor:  Please provide the following information regarding deaths from the 
trials in supplementary pool I. 
 
Supplementary pool I 
 
 Total lira Comparator total 
Number of patients   
Years of exposure   
 N (%) E R N (%) E R 
Deaths         
 
Listing of deaths, supplementary pool I 
 
Treatment Lira dose (if 

applicable) 
Trial Patient 

ID 
Country Age 

(yrs) 
Sex Time on 

therapy 
(days) 

Cause 
of 
death 

EAC 
adjudication 

          
          
          
          
etc… 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206321
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Novo Nordisk, Inc.
Attention: Robert B. Clark
Vice President, Regulatory Affairs
P.O. Box 846
Plainsboro, NJ 08536

Dear Mr. Clark:

Please refer to your New Drug Application (NDA) dated and received December 20, 2014, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
liraglutide (rDNA origin) injection, 18 mg/3mL.

We also refer to your amendments dated February 6, 13, and 14, and March 4, 2014.

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
October 20, 2014.

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 September 29, 2014.

During our filing review of your application, we identified the following potential review issues:

Clinical

1. We acknowledge your submission dated February 14, 2014.  Data validity will continue 
to be a review issue.  We request the following information that you offered to provide:
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a. The sensitivity analysis for body weight by excluding the sites with unusual data 
pattern for body weight

b. Information regarding the collection of 100% SDV for partial SDV subjects in trial 
NN8022-1839

c. Ongoing information regarding protocol violations

2. We acknowledge your submission dated February 13, 2014.  The adequacy of the safety 
reporting in the eCRFs will continue to be a review issue.  Provide a list of treatment-
emergent AEs that were deleted from the CRFs and the reason for each deletion.  Some 
general comments regarding the examples presented:

a. For example 1 (subject 101018 in trial 1839, “cardiac arrhythmia”), it appears that the 
patient was feeling ill, so an AE of a pre-existing condition was reported.  When it 
was determined that this was not worsening of the pre-existing condition, the AE was 
deleted rather than clarification / addition of a new AE (e.g., “feeling ill”).  The 
reason, “changed information” does not adequately explain the rationale.

b. For example 2 (subject 508022 in trial 1922, “anxiety”), it appears that the AE was a 
pre-existing condition, so it was deleted due to “transcription error”.  However, it is 
not clear from the query and reason provided if anxiety could be considered 
worsened.

c. For example 4 (subject 105019 in trial 1923, “anemia”), the description of the events 
are not clarified by the information in the audit trail.  As with other AE deletion 
reasons, “transcription error” in this case is uninformative.

3. Provide an assessment of patients with laboratory results that are considered clinically 
significantly abnormal.  For example, patient 133039 in trial 1807 (ALT 955 U/L) and 
patient 490007 in trial 1839 (ALT 1523 U/L).  This should be done for all laboratory 
parameters, with an explanation of how ‘clinically significantly abnormal’ was 
determined. In addition, a summary of your impression of these cases should be 
provided, including any work-up conducted.

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.

In addition to the issues listed above, we request that you submit the following information:

Clinical

4. It is noted that the preNDA meeting minutes stated: “An appendix to the NDA, Summary 
2.7.4 Summary of Clinical Safety will include hyperlinks to all of the narratives in the 
submission, according to category (deaths, serious adverse events, withdrawals due to 
adverse event, and non-serious adverse events of special interest).”  However, it does not 
appear that the narratives were organized according to category.  Provide a table of 
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contents of narratives by category that includes the location in the NDA.  Provide 
narratives for adverse withdrawals for trial 1807, which do not appear to be included.

5. Provide justification with relevant literature for the inclusion of any comparator other 
than placebo in the CV meta-analysis.

6. Provide missing CRF: Trial 1923, patient 210011 (adverse withdrawal).

7. Provide a rationale for assuming the applicability of foreign data to U.S. population/ 
practice of medicine in the submission.  If already provided in the NDA, provide the 
location.

Device

8. It is unclear if subject device (PDS290 Liraglutide 3.0 mg pen-injector) is intended for 
delivery of a single cartridge, or is intended for long-term, multi-cartridge use. Please 
clarify this point for us.

9. You marked Biocompatibility as N/A for the subject device (PDS290 Liraglutide 3.0 mg 
pen-injector) stating that "Only external skin contact during injection". For the pen 
injector component of the drug, liraglutide, please indicate if the cartridge or the needle 
that will contact the drug is changed due to the new dose proposed.

10.   Please provide 
a list of all the materials used in the manufacture of all the components of the subject pen 
injector.  The list should include  

etc., used in the manufacturing of the subject device.  In 
addition, please provide their Material Safety Data Sheets for evaluation.

11. Please submit seven sample pen devices directly to the following address:

Patricia Madara
Food and Drug Administration 
Center for Drug Evaluation and Research 
White Oak Building 22, Room: 3360
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)

12. Because your product is a combination product, you are reminded that Combination 
Products are subject to 21 CFR Part 4 - Current Good Manufacturing Practice 
Requirements for Combination Products accessible at 
https://www.federalregister.gov/articles/2013/01/22/2013-01068/current-good-
manufacturing-practice-requirements-for-combination-products  
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A review of your submission found that documentation to demonstrate compliance with 
applicable 21 CFR 820 regulations was not provided.  In your response to this letter, 
please provide all device information pertaining to manufacturing or assembly of the 
finished combination product and documents necessary to demonstrate compliance with 
applicable 21 CFR part 820 regulations (i.e., Design Controls, Purchasing Controls and 
Corrective and Preventive Actions).    

Suggestions on the types of documents to submit for review related to the applicable 21 
CFR Part 820 regulations can be found in the guidance document titled “Quality System 
Information for Certain Premarket Application Reviews; Guidance for Industry and FDA 
Staff,” issued on February 3, 2003. The complete document may be found at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocument
s/ucm070897.htm  

13. In your response, please provide the name of the facility or facilities that perform the 
following functions: manufacture the PDS290 and its components; assemble the PDS290; 
and add the drug substance to the PDS290.  Additionally, your response should include 
the facility that was responsible for developing the PDS290 design specifications, and the 
facility that maintains the design history file for the combination product.  Lastly, please 
provide the name of the facility or facilities that maintains the records for Design 
Controls; Corrective and Preventive Action; and Purchasing Controls.

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 (PI), Medication Guide and 
Instructions for Use.  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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and Instructions for Use and you believe the labeling is close to 
the final version.  

Reference ID: 3464499



NDA 206321
Page 5

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.

Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult the Division of 
Metabolism and Endocrinology Products.  Please note that satisfaction of the requirements in 
section 505B of the Act alone may not qualify you for pediatric exclusivity under 505A of the 
Act.

We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied.

We acknowledge receipt of your request for a partial deferral of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial deferral 
request is denied.

If you have any questions, call Patricia Madara, Regulatory Project Manager, at (301) 796-1249.

Sincerely,

{See appended electronic signature page}

Eric Colman, M.D. 
Deputy Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: Pending NDA 206321 (liraglutide for obesity) - Request for information
Date: Thursday, February 27, 2014 2:12:00 PM
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We continue to review your application and have an urgent request for information.

1.    For each study covered under the financial disclosure regulations
provide:
a.    Total number of investigators:
b.     Number of investigators who are sponsor employees (full- and part-

time):
c.    Number of investigators with disclosable financial interests (form FDA

3455):
d.     Number of investigators with certification of due diligence (form FDA

3454, box 3):
You may submit the information informally, via email but also submit it to your
application.
Thanks for your help.  Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
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From: Madara, Patricia
To: MTHO (Michelle Thompson) (mtho@novonordisk.com)
Subject: NDA 206321 (liraglutide for obesity) URGENT REQUEST FOR INFORMATION
Date: Tuesday, February 04, 2014 11:40:00 AM
Attachments: 2014-02-04 Liraglutide IR.pdf
Importance: High

NDA 206321                                     INFORMATION REQUEST          

 

Hi Michelle:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for liraglutide for obesity.

We have started to review your application and have an urgent request for
information. Please see the attached PDF document for details.  Note that we require
a response by Thursday, February 6th.

Thanks for your help.  Please confirm receipt of this email.
Sincerely;
Pat Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
 

Reference ID: 3447865



We would like to call your attention to a concern that has arisen during our preliminary review 
of your application in preparation of a filing decision. In an analysis that aimed to look for sites 
with unusual data patterns of vital signs, we noted that multiple sites stood out as unusual. For 
example, although the protocol-directed instructions for blood pressure measurement state that 
the auscultatory method should be used, the measurement must be taken with precision to the 
nearest 2 mmHg, and at least two measurements at intervals of at least 2 minutes should be 
performed, we note that there are multiple sites at which the vast majority of recorded systolic 
and diastolic blood pressures end with the digit ‘0’ or ‘5.’ For example, consider the distribution 
of the last digit of all SBP values recorded at site 332 compared with site 333: 
 

 
 

As a single example of patient-level data at Site 333, consider the blood pressure values 
recorded for the first subject (NN8022-1839/333001): 
 

VISIT BP #1 BP #2 
VISIT 1 (WEEK -2) 130/90 130/90 
VISIT 3 (WEEK 0) 130/90 130/90 
VISIT 4 (WEEK 2) 130/90 130/90 
VISIT 5 (WEEK 4) 120/70 120/70 
VISIT 6 (WEEK 6) 130/80 130/80 
VISIT 6C (WEEK 12) 120/80 120/80 
VISIT 7 (WEEK 12) 110/80 110/80 
VISIT 8 (WEEK 16) 125/80 130/80 
etc. … … 

 
Similar patterns were observed at multiple sites across trials in your development program. 
 
Although blood pressure itself is an important parameter assessed in our safety evaluation, the 
prevalence of these unusual patterns of recorded blood pressures raises additional concern 
regarding trial conduct at sites, accuracy of recorded data, and the adequacy of site monitoring. 
We note that a subject’s recorded weight, like blood pressure, requires trust that investigators 
are recording accurate information on case report forms. 
 
Please provide your response to this concern, including details regarding how you monitored 
and audited sites in your program, by Thursday, February 6. Alternatively, we are willing to 
discuss via teleconference this week. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206321
NDA ACKNOWLEDGMENT

Novo Nordisk, Inc.
Attention: Robert B. Clark
Vice President, Regulatory Affairs
P.O. Box 846
Plainsboro, NJ 08536

Dear Mr. Clark:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: liraglutide (rDNA origin) injection; 6mg/ml

Date of Application: December 20, 2013

Date of Receipt: December 20, 2013

Our Reference Number: NDA 206321

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 February 18, 2014, 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 Metabolism and Endocrinology 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) 796-1249.

Sincerely,

{See appended electronic signature page}

Patricia Madara
Regulatory Project Manager
Division of Metabolism and Endocrinology 
Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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