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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: September 3, 2019

Requesting Office or Division: Division of Metabolism and Endocrinology Products 
(DMEP)

Application Type and Number: NDA 213051

Product Name and Strength: Rybelsus (semaglutide) tablet, 3 mg, 7 mg, and 14 mg

Applicant/Sponsor Name: Novo Nordisk Inc. (Novo)

FDA Received Date: August 30, 2019

OSE RCM #: 2019-643-1

DMEPA Safety Evaluator: Ariane O. Conrad, PharmD, BCACP, CDE

DMEPA Team Leader: Hina Mehta, PharmD

1 PURPOSE OF MEMORANDUM
Novo Nordisk submitted revised labels and labeling for Rybelsus on August 30, 2019. We 
reviewed the revised labels and labeling for Rybelsus (Appendix A) to determine if they are 
acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review.a 

2  CONCLUSION
The Applicant implemented all of our recommendations and we have no additional 
recommendations at this time.

a Conrad A. Label and Labeling Review for Rybelsus (NDA 213051). Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2019 Aug 2 MON DD. RCM No.: 2019-643.

Reference ID: 4486067Reference ID: 4497378

8 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following 
this pagef 
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 DEPARTMENT OF HEALTH & HUMAN SERVICES        Public Health Service 

 
Division of Pediatric and Maternal Health  

Office of New Drugs 
Center for Drug Evaluation and Research 

Food and Drug Administration 
Silver Spring, MD  20993 

Tel   301-796-2200 
FAX   301-796-9744 

 
Division of Pediatric and Maternal Health  

PLLR Labeling Memorandum 
 

Date:   August 29, 2019                            Date consulted: April 8, 2019                             
 
From:   Jane Liedtka, M.D. Medical Officer, Maternal Health 

Division of Pediatric and Maternal Health (DPMH) 
 
Through: Lynne P. Yao, MD, OND, Director 

Division of Pediatric and Maternal Health  
 
To:              Peter Franks, Regulatory Health Project Manager (RPM) 

Division of Metabolic and Endocrine Products (DMEP)  
 
Drug/NDA:    Rybelsus (semaglutide tablet), NDA 213051  
 
Applicant: Novo Nordisk Inc. 
 
Subject: Pregnancy and Lactation Labeling [New drug application (NDA), priority review, 

contains excipient not previously approved) 
 
Indications:  
• an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes 

mellitus (T2DM) 
• an adjunct to standard treatment of cardiovascular risk factors to reduce the risk of 

myocardial infarction or stroke in adults with T2DM and high cardiovascular risk 
 
Materials Reviewed:   

• DPMH review of Ozempic (semaglutide) injection, NDA 209637. Jane Liedtka, MD, 
September 6, 2017. DARRTS Reference ID 4148940. 

• Pharmacology/Toxicology review for semaglutide oral tablet, NDA 213051. Elena 
Braithwaite, PhD, August 23, 2019. DARRTS Reference ID 4482035. 

 
Consult Question:   
Please confirm PLLR format is acceptable. 

Reference ID: 4484773Reference ID: 4497378
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INTRODUCTION 
DMEP consulted DPMH on April 8, 2019, to provide input for appropriate labeling of the 
pregnancy and lactation subsections of NDA 213051 for Rybelsus, [semaglutide oral tablets 
formulated with an absorption enhancer, salcaprozate sodium (SNAC).] to comply with the 
Pregnancy and Lactation Labeling Rule (PLLR) format.   
 
REGULATORY HISTORY AND BACKGROUND 
• Ozempic [semaglutide, a human glucagon-like peptide-1 (GLP-1) receptor agonist], for 

injection was approved on December 5, 2017. 
• On March 20, 2019, Novo Nordisk, Inc. submitted a NDA for Rybelsus, a semaglutide oral 

tablet via the 505 (b) 2 pathway, which contains a novel absorption enhancer, SNAC.  This 
product is indicated as an adjunct to diet and exercise to improve glycemic control in adults 
with T2DM and as an adjunct to standard treatment of cardiovascular risk factors to reduce 
the risk of myocardial infarction or stroke in adults with T2DM and high cardiovascular risk.  

• The Applicant proposes dosing as a once daily oral tablet.  
• The original submission included a review of the literature and a summary of the 

pharmacoviglance database regarding pregnancy, lactaion and effects on fertility for 
semaglutide. 

• At the time of the original consultation, DPMH proposed to attend the labeling meeting and 
provide recommendations for PLLR language but did not plan to provide a written review. A 
previous written DPMH review for Ozempic (semaglutide for injection), NDA 209637 was 
to be the basis for the labeling recommendations. Labeling recommendations similar to those 
proposed for the previous semaglutide injection product were provided prior to the first 
labeling meeting. The language for labeling that was approved are reproduced below from 
the 2019 Ozempic label1. Minor modifications in the language for the first sentence of 
section 8.1 Risk Summary are proposed by DPMH to update the language as follows: 
 

Available data with TRADENAME use in pregnant women are insufficient to 
evaluate for a drug-associated risk of major birth defects, miscarriage or other 
adverse maternal or fetal outcomes. 

 
OZEMPIC LABEL1 
Highlights of Prescribing Information (HPI) 
 
 ∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙USE IN SPECIFIC POPULATIONS∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙∙  
Females and Males of Reproductive Potential: Discontinue OZEMPIC in women 
at least 2 months before a planned pregnancy due to the long washout period for 
semaglutide (8.3). 
 

 
 

 
 
 

                                                           
1 Approved label for Ozempic, dated 4/9/2019 

Reference ID: 4484773Reference ID: 4497378

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


