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



The views and opinions expressed in 
this presentation represent those of the 
presenter,  and do not  necessarily 
represent an official  FDA position.  

The labeling examples in this 
presentation are fictitious and are 
provided only to demonstrate current 
labeling devel opment challenges.  

Disclaimer  
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Overview  of Presentation:  Highlights  



















 Resources  

Basic Principles  

 Format     

 Product Title  

 Initial U.S. Approval   

 Boxed Warning  

 Established Pharmacologic Class  

 Dosage and Administration  

 Warnings  and Precautions  
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HL:   Resources  


 






 

Code of Federal  Regulations:  
21 CFR  201.57(a)  

Labeling Guidances and MAPPs:  
Implementing PLR  Content  and Format Requirements  
Guidance (2013)  
Determining  EPC for Use  in  HL Guidance (2009)  
Determining EPC for Use  in  HL MAPP (7400.13)  (2013)  

Future Labeling Guidance:  
 Draft Product Title and Initial  U.S.  Approval  in HL Guidance   

(under development)  
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HL:   Basic Principles  






A concise summary of crucial  prescribing information  
 “These highlights do not include all  the information 

needed to use DRUG-X safely  and effectively. See full  
prescribing information for DRUG-X”*  

 

Length not to exceed one-half page (excluding length of  
Boxed Warning) when printed single-spaced in 2 columns  on 
8.5 x 11 inch paper  in 8-point  type with 1/2-inch margins on 
all sides and between columns**  

 

Should not have new  content in HL  that is  not in FPI***  
 Exceptions include:   Initial  U.S.  Approval,  Adverse 

Reactions Reporting Statement,  Revision Date  

* 21 CFR  201.57(a)(1);  **  21 CFR 201.57(d)(8) 
 
*** Section V(A) - Implementing  PLR  Content  and Format  Requirements  Guidance 
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Format: What can b e Improved?  
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      Product Title: Continuous wrapping text to preserve space
 

Shift to left 

Shift 
to left 

Add space 

Add space 

Remove bullet 

 

Format: What can  be  Improved?  (2 of 2) 
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Improved Format*  

* According to 21 CFR 201.57(a)(11), criteria used for adverse reaction (AR) inclusion must 
be stated (in this example, no incidence could be determined, e.g., older product) 8 



 

Principles  to Reduce HL Length*  

















 Summarize information in phrases  

Use command language.   Instead of  “You should 
discontinue”,  state “Discontinue”  

 Use bulleted lists and tables    

 Avoid redundancy  

 Reduce margins  to ½ inch   

 Omit  following:  

Less important information  

Clinically  irrelevant statements (e.g., absence of information)  

* Section V  - Implementing  PLR Content  and Format  Requirements  Guidance   
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HL:  Good Examples  
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HARVONI  
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LONSURF  

12 



 

HL:   Product Title*  

* 21 CFR 201.57(a)(2)  
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HL:   Product Title  










“Injection”:   drugs available as  solutions  that will  be injected  

“For  injection”:  drugs supplied as a solid (e.g.,  lyophilized 
powder)  and must  be reconstituted before administration  

Route of  administration (ROA)  is not repeated in Product 
Title if it precedes  dosage form:*  
MYDRUG  (drugozide)  topical  solution  

When ROA does not precede dosage form,  ROA  is  
presented as  “for [insert  ROA] use”*  

MYDRUG (drugozide i njection),  for intravenous  use  

Proprietary name  is in UPPER-CASE  and rest of  product 
title in lower  case*  

*  Best labeling practice  
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Product Title  Examples: Products  With  a  
Proprietary  Name*  
LEVITRA  (vardenafil hydrochloride)  tablets,  for oral  use  

ZOMIG-ZMT (zolmitriptan) orally  disintegrating tablets  

FENTORA  (fentanyl buccal tablets),  CII  

REVATIO  (sildenafil)  for oral suspension  

OXYTROL (oxybutynin transdermal  system)  

ADASUVE  (loxapine)  inhalation powder,  for oral inhalation 
use  

SIMPONI (golimumab)  injection, for  subcutaneous use  

BOTOX (onabotulinumtoxinA)  for injection,  for intramuscular, 
intradetrusor, or  intradermal  use  

* Product title  format is  best labeling practice  15 



 

Product Title  Examples:  Products  
Without Proprietary  Name*  

CYCLOPHOSPHAMIDE tablets, for  oral  use  

PHENYLEPHRINE HYDROCHLORIDE injection, for  
intravenous use  

GLUCAGON  for injection,  for intravenous or  intramuscular  
use  

DOXORUBICIN HYDROCHLORIDE for  injection, for  
intravenous use  

DOXORUBICIN HYDROCHLORIDE injection, for  intravenous  
use  

* Product  title  format is  best labeling practice  16 



HL:   Initial U.S. Approval*  






On line immediately beneath Product Title, “Initial U.S. 
Approval:”  must be displayed  



 

Four-digit year in which FDA initially  approved NME, new 
biological  product, or  new combination of active ingredients  
Irrespective of salt, dosage form, ROA, indication, or dosage  

Fixed Dose Combination (FDC) Products:  
 First time a new combination is  approved, Initial  U.S. Approval is 

4-digit year of FDC approval  
 

First  time active moiety is approved alone (previously  FDC 
that  contains  active moiety approved), Initial  U.S.  Approval  is 
4-digit  year  of FDC   

* 21  CFR 201.57(a)(3);  Section  V(B)(3) - Implementing PLR Content and  Format  Requirements  
Guidance;  NME  = new molecular  entity   17  



 

HL:   Initial U.S. Approval  
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









HL:   Boxed Warning (BW)*  

Concise summary of clinically significant adverse 
reactions or risks in FPI BW 
Must not exceed 20 lines 
Should use bullets 
No information should be in HL BW that does not 
appear in FPI BW 
Title “WARNING” and heading must be bolded and in 
upper case; should be centered 

* 21 CFR 201.57(a)(4); Section V(B)(4) - Implementing PLR Content and Format 
Requirements Guidance 
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 



  
  

   
  

 
    

 

  

     
 

        

HL: Established  Pharmacologic  Class  (EPC)* 

EPC are term(s) that: 








Refer to a group of active moieties that share 

scientifically valid properties
 

Are clinically meaningful 
Are associated with an approved indication 
Must be included in indications statement in HL (if
 
established)
 

Format: 

“DRUG-X is a (insert FDA text phrase for EPC) indicated for
Indication Y” 

* 21 CFR 201.57(a)(6); Determining EPC for Use in Highlights Guidance and MAPP 20 



 

HL:  EPC  Text  Phrase  
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How to Find FDA EPC Text Phrase (1 of 2) 
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How to Find FDA EPC Text Phrase (2 of 2) 



  

    
   

        

EPC  Text Phrase  in  HL  Indications Statement: 
Combination Products*  

For combination products where products have different EPCs:
 

“DRUG-X is a combination of drugoxide, an EPC #1, and 
drugsulfide, an EPC#2, indicated for …” 

* Section IV - Determining EPC for Use in Highlights Guidance 24 



 

HL:  Dosage and  Administration  (D&A)*  


 

 



Concise summary  of  critical D&A  information, including:  






Recommended starting dosage  
Dosage range  
Titration  
ROA  
Dosage adjustments:  
• 
• 

Due to concomitant drugs  or adverse reactions  
In specific populations (instead of Use in Specific Populations  
heading)  

For products with complex dosage or  administration,  
cross-reference to FPI  for  details  

* 21 CFR 201.57(a)(7);  Section V(B)(7)  - Implementing PLR Content  and Format  
Requirements  Guidance  25 



 

HL: D&A  - SOMAVERT  
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HL:  Warnings and  Precautions (W&P)*  



 










 

Concise summary of most important safety concerns;  include 
how  to prevent  or mitigate them**  
Include most important W&P  




Not all W&P  in FPI need to be included  
Avoid skipping a W&P  unless this information is presented 
elsewhere in HL  

 

For  each listed W&P  
Identify  clinically  significant AR or risk  
Recommendations to prevent, monitor, or  manage clinically  
significant AR or risk  

Avoid redundancy  with other HL headings  

* 21 CFR 201.57(a)(10); Section V(B)(10)  - Implementing PLR Content and Format 
Requirements  Guidance; best labeling practice  

**  21 CFR 201.57(a)(10)  27 



 

   

HL: W&P  - STRENSIQ*  

* Approved October 23, 2015 
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References  

 PLR  Requirements for Prescribing Information 
website:   
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformati
on/LawsActsandRules/ucm084159.htm  

 
 

Thank you!  
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