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Overview of Presentation 

Prescribing Information:  Physician Labeling 
Rule (PLR) Format vs. Non-PLR Format 

 

Updating Labeling 
 

Labeling Resources 
 

Labeling Review Process 
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Prescribing Information 
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Labels vs. Labeling1 

 Labels: a display of  written, printed, or graphic 
matter upon the immediate container of any 
article.  For example: 
 Container label 
 

 Labeling: all labels and other written, printed, or 
graphic matters upon any article (or its containers 
or wrappers) or accompanying the article.  
Examples include: 
 FDA-approved patient labeling 
 Carton/container labeling  
 Prescribing information  
 

 

1 See Section 201, Chapter II, (k) and (m) of Food Drug and Cosmetic Act (FD&C Act) 
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Prescribing Information (PI) 
Written for healthcare providers and must:1 

 Contain a summary of essential scientific information 
needed for safe and effective use of the human 
prescription drug or biological product 

 Be informative and accurate and neither promotional 
in tone nor false or misleading  

 Be updated when new information becomes available 
that causes labeling to become inaccurate, false, or 
misleading 

 

 Also known as “package insert”; however, FDA 
recommends using term “prescribing information” 

1 21 CFR 201.56(a)(1) and (2) 
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1 See 44 FR 37434 (June 26, 1979); 21 CFR 201.80 

 Limited format requirements 
 
 Not included: 
 Concise summary of important 

information 
 Table of Contents 
 Numbered sections or subsections 
 
 Information not ordered according 

to clinical relevance  

Non-PLR (“Old”) Labeling 
Format1 
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 Starting in 1992, FDA organized national physician 
survey, focus groups, and open public meeting to 
understand how healthcare prescribers use PI 
 

 What information is most important 
 How labeling could be improved 
 How labeling information was accessed 
 

 Developed prototype PI  
 

 Published Proposed Rule in 2000 
 

 Published Final Rule in 2006 

Development of the Physician 
Labeling Rule1 

1 See 65 FR 81082 (December 22, 2000) and 71 FR 3922 (January 24, 2006) 
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Physician Labeling Rule (PLR)1 

1 Final Rule (PLR) “Requirements on Content and Format of Labeling for Human Prescription Drug and 
Biological Products” 71 FR 3922 (January 24, 2006) 

January 2006 PLR amended regulations about 
format and content of PI 
 

Rationale: 
 Ensure PI contains necessary information for safe and 

effective use of product 
 Make information easier for healthcare providers to 

access, read, and use  
 Reduce medication errors 
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PLR 
Highlights 
and Table 

of Contents 
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PLR Implementation1 

Applications subject to PLR labeling requirements: 
 NDA, BLA, or ES approved on or after June 30, 2001* 
 Overall excellent compliance with PLR submission 

schedule! 
 

CDER highly encourages submission of voluntary 
PLR conversion labeling supplements: 
 NDA/BLA approved prior to June 30, 2001 (without an 

ES approved on or after June 30, 2001) 
 

1 Final Rule (PLR); 21 CFR 201.56(b and c) 
NDA = New Drug Application; BLA = Biologics License Application; ES = efficacy supplement 
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Prescription Drug and Biological 
Product Labeling in PLR Format1  

~ 37% of marketed drug and biological products 
approved under NDAs/BLAs/ANDAs have labeling in 
PLR format: 
 

 BLAs = 90% (98/109) 
 NDAs = 55% (1325/2430) 
 ANDAs = 30% (2075/6833) 

  

ANDA = abbreviated new drug application 
1 Analysis does not include vaccine, plasma derivative, allergenic, and cellular 
therapy products; analysis conducted in December 31, 2015   

56% of branded drugs 
have PLR format 
labeling 
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Updating Labeling 
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Updating Labeling 

1 Implementing PLR Content and Format Requirements Guidance; 2 21 CFR 201.56(a)(2)  
3 FD&C Act [section 352(a) of the U.S.C.]  

 

Application Holder’s Responsibilities 
 Should review labeling at least annually for outdated 

information1 

 Labeling must be updated when new information becomes 
available that causes labeling to become inaccurate, false, or 
misleading2 

 “a drug … shall be deemed to be misbranded .. (i)f its 
labeling is false or misleading in any particular”3 

 

Labeling Update Opportunities 
 Encourage updates in multiple labeling type submissions 

(e.g., PLR conversions, efficacy supplements) 
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Labeling Resources 
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PLR 
Internet Site          

(1 of 4) 
 

PLR and PLR 
regulations 

Labeling 
databases 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm 

link 



16 

Drugs@FDA 



17 

http://labels.fda.gov/     

http://labels.fda.gov/
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DailyMed 
https://dailymed.nlm.nih.gov/dailymed/index.cfm  

https://dailymed.nlm.nih.gov/dailymed/index.cfm
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How Labeling is Different on Drugs@FDA 
vs. DailyMed and labels.fda.gov 

CBE = Changes Being Effected 
PDF = Portable Document Format; SPL = Structured Product Labeling 
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PLR Internet Site (2 of 4) 

new 

new 

new 
new 
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Sample PLR 
template now in 
Word format 

New labeling 
presentations 

PLR Internet Site (3 of 4) 
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Sample Template:  Highlights 
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Sample Template:  Contents 
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Sample Template:  Full 
Prescribing Information 
(1 of 2) 
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Sample Template:  Full 
Prescribing Information 
(2 of 2) 
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PLR Internet Site (3 of 4) 

Format (SRPI) 
resources 
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Selected Requirements of Prescribing 
Information (SRPI) Review 
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SRPI Review (1 of 2) 

 41 format items from regulations1 and guidances  
 Items in Highlights, Table of Contents (TOC), and Full 

Prescribing Information (FPI) 
 

Prior to Submission:  FDA correspondences 
recommend, application holders: 
 “Use SRPI checklist to ensure PI conforms with format 

items in regulations and guidances” 

1 21 CFR 201.56 and 21 CFR 201.57 
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SRPI Review (2 of 2) 
 

Beginning of Cycle SRPI: Performed by CDER 
division (e.g., RPM), within: 
 74 days of submission of NDA, BLA, ES1 

 60 days of receipt of PLR conversions 
 

End of Cycle SRPI:  FDA correspondences 
recommend, application holders: 
 “Use SRPI checklist to ensure PI conforms with format 

items  in regulations and guidances” 

1 CDER 21st Century Review Process – Desk Reference Guide 
RPM = Regulatory Project Manager 
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Highlights (HL) References vs. Full Prescribing 
Information (FPI) Cross References 

HL References (SRPI Item #6) 
Each summarized statement or topic in HL must reference 
section(s) or subsection(s) of FPI.  Preferred format is numerical 
identifier in parenthesis: 
 (1.1) 
 (2.2, 5.3) 

 
FPI Cross-References (SRPI Item #32) 
Correct:  section heading followed by numerical identifier (all in 
italics)  
 [see Dosage and Administration (2.2) and Clinical 

Pharmacology (12.3)] 
Incorrect: (avoid subsection heading) 
 [see Dosage Adjustments in Patients with Renal Impairment 

(2.2) and Pharmacokinetics (12.3)] 
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PLR Internet Site (4 of 4) 
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How to Find FDA EPC Text Phrases 
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Labeling Review Process 
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How FDA Reviews PI 
 In response to application holder questions, FDA provides 

comments about draft PI before NDA/BLA submission 
 

 Application holder submits an NDA/BLA that includes a 
draft PI that meets labeling regulatory requirements and is 
consistent with guidance recommendations 

 

 FDA reviews PI upon submission and throughout review 
cycle 

 

 FDA and application holder develop final PI  
 Iterative process of communications/discussions with both 

parties 
 

 Final PI (PDF format) is approved by FDA and attached to 
approval letter 



35 35 

Labeling Milestones: 10-Month Review Cycle 
for NDAs, BLAs, and ESs1 

1 Derived from “CDER 21st Century Review Process:  Desk Reference Guide”; review 
cycle length depends on priority vs. standard and PDUFA V Program status 
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Early Labeling Review 
Application holder is requested to resubmit labeling that 
addresses issues  
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Middle of Cycle Review1: High-Level Issues 

1 These items may be discussed at a Labeling Planning Meeting 
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Who Reviews the PI at FDA?1 

1 Review of human prescription drug and biological product PI regulated in CDER (different 
FDA staff review vaccine, plasma derivative, allergenic, and cellular therapy PI)  

2 Labeling specialists 
ETASU = Elements to Assure Safe Use 
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Associate Directors for Labeling 
(ADLs)1:  Responsibilities 

1 Prescription drug review division ADLs; NME = new molecular entity 

 Oversee and manage labeling review division activities 
such as review of: 

 

 PLR conversion labeling 
 NME and new therapeutic biologic product labeling 
 
 

 Promote consistency in division labeling practices  
 
 

 Help to ensure division labeling conform with labeling 
regulations, guidance, and policies and are: 

 

 Appropriately consistent within and across drug classes  
 Clinically meaningful and scientifically accurate 
 Clear and concise for healthcare providers 
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Labeling Development Team (LDT)1 

Previously known as SEALD2 Labeling Team 
  

 Assists in labeling review  
 Provides oversight of labeling quality 
 Provides labeling review training  
 Develops and maintains labeling review resources 
 Develops and implements labeling policy initiatives to 

promote consistency in labeling practices across 
CDER 

 Leads labeling outreach to public 

1 LDT website: http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ucm443026.htm 
2 SEALD = Study Endpoints and Labeling Development  

http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ucm443026.htm
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Questions for Audience 
(choose the single correct answer) 
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Question #1: Labeling on Drugs@FDA 
and DailyMed have the following in 

common:  

a. Contain most up-to-date labeling submitted 
to FDA 

b. Include hyperlinks 
c. Usually include carton and container labeling 
d. Include previously approved labeling  
e. None of the above 

 



43 

Question #2:  When is an application 
holder required to update their 
prescribing information (PI)?:  

a. When information in the PI is inaccurate 
b. When information in the PI is misleading 
c. To include information from a recently 

completed post-marketing Phase 3 trial 
d. (a) and (b) 
e. (a), (b), and (c) 

 



Thank you! 
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