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Why is Labeling Important?1

1 https://www.ranker.com/list/confusing-signs-that-cant-make-up-their-mind/nathandavidson; https://www1.guff.com/signs-that-are-just-straight-up-confusing/

www.fda.gov

https://www.ranker.com/list/confusing-signs-that-cant-make-up-their-mind/nathandavidson
https://www1.guff.com/signs-that-are-just-straight-up-confusing/
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Why is Labeling Important?

1 https://www.tripadvisor.co.uk/LocationPhotoDirectLink-g186394-d571216-i111424824-Premier_Inn_Newcastle_Quayside_hotel 

Newcastle_upon_Tyne_Tyne_and_Wear_En.html; https://www.abc.net.au/news/2019-03-21/quiz-sydney-confusing-parking-signs/10683014

www.fda.gov

https://www.tripadvisor.co.uk/LocationPhotoDirectLink-g186394-d571216-i111424824-Premier_Inn_Newcastle_Quayside_hotel-Newcastle_upon_Tyne_Tyne_and_Wear_En.html
https://www.abc.net.au/news/2019-03-21/quiz-sydney-confusing-parking-signs/10683014
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Goals of Conference

www.fda.gov

➢ Provide practical information on a variety of 

prescription drug labeling topics including:

▪ Prescribing Information

▪ FDA-approved patient labeling

▪ Carton/container labeling

▪ Structured Product Labeling              

submissions

➢ Maintain and improve labeling quality
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Topics Outside Scope of Conference

www.fda.gov

FDA presenters and panelists will not discuss:

➢ How to incorporate real world data or patient 

experience information in labeling

➢ Evidentiary standards needed to support labeling 

claims

▪ Consider submitting comments to the Docket1

1 Promoting Effective Drug Development Programs: Opportunities and Priorities for FDA’s Office of New Drugs 

(Docket No. FDA–2019–N–3453)

https://www.regulations.gov/document?D=FDA-2019-N-3453-0001
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Today’s Agenda (Day 1)

PLLR = Pregnancy Lactation and Labeling Rule; SPL = Structured Product Labelingwww.fda.gov
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Tomorrow’s Agenda (December 5, 2019) (Day 2)

www.fda.gov
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Disclaimer 

➢ 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 provided only to 

demonstrate current labeling development challenges and 

should not be considered FDA recommended templates.

➢ Reference to any marketed products is for illustrative purposes 

only and does not constitute endorsement by the FDA.
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Learning Objectives

➢ Encourage submission of voluntary physician 

labeling rule (PLR) conversion labeling 

supplements 

➢ Review principles in updating Prescribing 

Information (PI)

➢ Review updated prescription drug labeling 

resources
www.fda.gov
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“Old” (non-PLR) Format1 vs. PLR 

Format2 PI

1 “Labeling and Prescription Drug Advertising; 

Content and Format for Labeling for Human 

Prescription Drugs”; 44 FR 37434 (June 26, 

1979), 21 CFR 201.80

2 “Requirements on Content and Format of 

Labeling for Human Prescription Drug and 

Biological Products,”; 71 FR 392221 (January 

24, 2006),.CFR 201.56(d) and 21 CFR 201.57

1979

2006
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➢ “PLR format represents a more useful and modern approach 

for communicating accurate and up-to-date information on the 

safe and effective use of drugs and makes prescription 

information more accessible for use with electronic prescribing 

tools and other electronic information resources”1

➢ “FDA strongly encourages all applicants to voluntarily convert 

the labeling of their drug products to the PLR format, 

regardless of the date of approval”1

1 See 78 FR 8446 (February 6, 2013); also see final rule (PLR) “Requirements on Content and Format of Labeling For Human Prescription Drug and 

Biological Products” 71 FR 3922 (January 24, 2006) 

CDER Encourages Submission of Voluntary 

PLR Conversions

234 voluntary PLR conversions approved to date!
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CDER-Regulated PI in PLR Format Over   

the Last Five Years (NDAs/BLAs only)1

CDER-regulated ANDA labeling in PLR format (November 2019):  44%

NDAs = New Drug Applications [includes 505(b)(1) and 505(b)(2) NDAs]; BLAs = Biologics License Applications [includes 351(a) and 351(k) BLAs]
1 November 2019 analysis based on Structured Product Labeling (SPL) files generally only includes marketed products and excludes repacker labeling 

and authorized generic labeling; excludes CBER-regulated products (e.g., vaccines, allergenic products, cellular and gene therapy products) 

NDAs: 64%

BLAs: 94%
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CDER’s Efforts to Improve PI (1 of 2)

www.fda.gov

➢Encourage submission of voluntary PLR conversions

➢Train CDER staff on labeling review and development

➢Publish draft and final labeling guidances

➢Provide labeling oversight

➢Public outreach                                                                  
(e.g., labeling conferences)
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CDER’s Efforts to Improve PI (2 of 2)

www.fda.gov

➢Work with application holders on updating labeling 

during NDA, BLA, and supplement1 submission  

➢Conduct qualitative research to learn how 

physicians interpret wording in labeling2

➢Provide new and improve existing public labeling 

resources

1 NDA/BLA efficacy and labeling supplements
2 The research is intended to inform FDA’s thinking on labeling and serve as a basis for future quantitative research   Findings from this qualitative research 

will not be used to make regulatory decisions.  When final, the results of this research will be published on this webpage.

:%20%20https:/www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/office-prescription-drug-promotion-opdp-research
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CDER’s Dedicated Prescription Drug Labeling 

Specialists (NDAs/BLAs)1

www.fda.gov

➢Associate Directors for Labeling (ADLs)

➢Clinical pharmacology labeling specialists

➢Product quality labeling specialists

➢Biological product labeling specialists

➢Patient labeling specialists

1 List is not comprehensive.  CDER has multiple staff that review and develop prescription drug labeling for NDAs/BLAs (e.g., 

clinical, clinical pharmacology, pharmacology/toxicology, clinical microbiology, biostatistics, medication errors, risk management, 

epidemiology, pharmacovigilance, promotion, controlled substance, maternal health, pediatrics, and other staff)
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Updating Prescribing 

Information (PI)

www.fda.gov



191 See 21 CFR 201.56(a)(2)

Prescribing Information (PI)

www.fda.gov

Written for healthcare practitioners and must:1

➢ Contain a summary of essential scientific information 

needed for safe and effective use of the human

prescription drug

➢ 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
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Updating PI is Application Holder’s 

Responsibility

➢Should review PI at least annually for                

outdated information1

➢Must update PI when new information              

becomes available that causes PI to                  

become inaccurate, false, or misleading2

▪ “a drug … shall be deemed to be misbranded                

… (i)f its labeling is false or misleading”3

1 Guidance for industry:  Labeling for Human Prescription Drug and Biological Products - Implementing the PLR Content and Format Requirements (February 2013)      
2 21 CFR 201.56(a)(2); 3 FD&C Act [section 352(a) of the U.S.C.] 

www.fda.gov

https://www.fda.gov/media/71836/download
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Principles of Updating PI1

(in addition to ensuring scientific accuracy)

1 Guidance for industry:  Labeling for Human Prescription Drug and Biological Products - Implementing the PLR Content and Format 

Requirements (February 2013); 2 Final guidances represents the Agency’s current thinking (alternative approaches are acceptable if they 

satisfy statutes/regulations); 3 If applicable; 4 21 CFR 201.56(a)(2) and 21 CFR 201.56(d)(4) 

➢ Ensure PI meets statutory/regulatory requirements and is 

consistent with final guidance recommendations2

➢ Ensure consistent message

➢ Improve organization/formatting3

➢ Update terminology and remove/revise outdated, 

misleading, or clearly inapplicable information3,4

➢ When updating PI, review and develop entire Pl

https://www.fda.gov/media/71836/download
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Ensure Labeling Meets Statutory/Regulatory Requirements 

and Is Consistent with Final Guidance Recommendations

1 21st Century Cures Act (Section 511A of FD&C Act); 2 21st Century Cures Act (Section 506 of FD&C Act); 3 Final PLLR rule; 79 FR 72064 (December 4, 2014);
4 See Prescription Drug Labeling Resources website for other labeling guidances (final guidances represents the Agency’s current thinking – alternative approaches 

are acceptable if they satisfy statutes/regulations)

➢Recent statutes/regulations, for example:

▪ Susceptibility test interpretive criteria1

▪ Limited population pathway drugs2

▪ Pregnancy and Lactation Labeling Rule (PLLR)3

➢Recent final PI guidances,4 for example:

▪ Pediatric Information Incorporated Into Human Prescription 

Drug and Biological Product Labeling (March 2019)

▪ Labeling for Human Prescription Drug and Biological Products 

Approved Under the Accelerated Approval Regulatory Pathway 
(January 2019)

https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources
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Ensure Consistent Message in PI:                   

Unclear Prevention/Mitigation Strategies1 (Before)

1 This example does not contain all the required and recommended elements for these sections/subsections. To see other examples of labeling inconsistencies see 

Consistency in Labeling and Methods to Optimize Communication in Labeling.

4 CONTRAINDICATIONS

DRUG-X is contraindicated in patients with severe renal impairment.

5 WARNINGS AND PRECAUTIONS

5.3 Increased Risk of Adverse Reaction-Y in Patients with Severe Renal 

Impairment

DRUG-X is not recommended in patients with severe renal impairment

8 USE IN SPECIFIC POPULATIONS 

8.6 Renal Impairment

If DRUG-X is used in patients with severe renal impairment, use 

cautiously.

https://www.fda.gov/media/109311/download
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Ensure Consistent Message in PI:     

Consistent Prevention/Mitigation Strategies1 (After)

1 This example does not contain all the required and recommended elements for these sections/subsections. To see other examples of labeling inconsistencies see 

Consistency in Labeling and Methods to Optimize Communication in Labeling.

5 WARNINGS AND PRECAUTIONS

5.3 Increased Risk of Adverse Reaction-Y in Patients with Severe 

Renal Impairment

DRUG-X is not recommended in patients with severe renal 

impairment.

8 USE IN SPECIFIC POPULATIONS 

8.6 Renal Impairment

DRUG-X is not recommended in patients with severe renal 

impairment.

https://www.fda.gov/media/109311/download
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Improve Organization/Formatting (Before)

www.fda.gov

2 DOSAGE AND ADMINISTRATION

2.2 General

Dosage interruption is recommended for the management of 

neutropenia.  The DRUG-X dosage should be reduced to 10 mg once 

daily in patients receiving strong CYP3A4 inhibitors

2.2 General Considerations for Administration

• Concomitant use of DRUG-X with strong CYP3A4 inducers may 

result in reduced clinical response to DRUG-X.

• DRUG-X should not be used in patients with absolute neutrophil 

count less than 500 cells/mm3
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Improve Organization/Formatting (After)

2.2 Dosage Modifications due to Neutropenia

… See Table 1 for recommended dosage adjustments if significant 

neutropenia occurs during DRUG-X administration.

Table 1:  Recommended DRUG-X Dosage Modifications for Neutropenia

2.3 Dosage Modifications with Concomitant Use of Strong CYP3A4 

Inhibitors

Reduce the DRUG-X dosage to 10 mg once daily in patients taking 

concomitant strong CYP3A4 inhibitors [see Drug Interactions (7)].



27

Update Terminology; Remove/Revise 

Outdated, Misleading, or Clearly Inapplicable 

Information in PI1 (1 of 3)

➢ Update terminology, e.g., from Wegener’s granulomatosis to 

granulomatosis with polyangiitis

➢ Change “in man” to “in patients”                                             
(if product is approved for use in men and women)

➢ Remove general statements that are not related to the drug

➢ Unapproved indications or uses or dosing regimens must not 

be implied or suggested2

1 21 CFR 201.56(a)(2) and 21 CFR 201.56(d)(4); 2 21 CFR 201.57(c)(2)(iv), (c)(2)(v), and (c)(3)(ii)www.fda.gov
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Update Terminology; Remove/Revise 

Outdated, Misleading, or Clearly Inapplicable 

Information in PI1 (2 of 3)

➢ Remove investigational name of product

➢ Remove products that are not generally available in U.S.
(e.g., cisapride, gatilfoxacin, pergolide, astemizole)

➢ Remove recommendations that are no longer standard of 

care (e.g., assess “liver biopsies” prior to and during treatment)

1 21 CFR 201.56(a)(2) and 21 CFR 201.56(d)(4) www.fda.gov
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Update Terminology; Remove/Revise 

Outdated, Misleading, or Clearly Inapplicable 

Information in PI (3 of 3)

➢ Remove or revise statements that are directed to the 

patient

➢ Remove unhelpful risk mitigation strategies

➢ Avoid nonspecific quantitative terms                               
(e.g., many, few, large, small, frequent, infrequent, rare, rapid-onset, 

rapidly absorbed, potent)1

1 See the guidance for industry:  Adverse Reactions Section of Labeling for Human Prescription Drug and Biological Products – Content 

and Format (January 2006) and the guidance for industry:  Clinical Studies Section of Labeling for Human Prescription Drug and 

Biological Products – Content and Format (January 2006)  
www.fda.gov

https://www.fda.gov/media/72139/download
https://www.fda.gov/media/72140/download
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➢Frequently more than one section/subsection is 

affected by a PI update

➢Review other sections/subsections not affected   

by PI update
▪ For an efficacy supplement in addition to updating 

Sections 1, 2, 6, and 14, recommend updating other 

sections (e.g., not related to new proposed indication)

When Updating PI, Review and Develop 

Entire PI

www.fda.gov
1 Sections 1, 2, 6, and 14 are the INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, ADVERSE REACTIONS, and 

CLINICAL STUDIES sections, respectively

Review Entire Labeling
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505(b)(2) NDA Labeling Are Not ANDA Labeling 

1 Permissible differences include different manufacturer/packer/distributor information, package size, inactive ingredients, omission of information protected by patent or 

exclusivity, differences due to an approved suitability petition (for ANDAs associated with a withdrawn RLD, see draft guidance for industry: Updating ANDA Labeling 

After the Marketing Application for the Reference Listed Drug Has Been Withdrawn (July 2016) (when final, this guidance will represent the Agency’s current thinking)
2 Listed drug [e.g., a drug submitted under a 505(b)(1) NDA]

https://www.fda.gov/media/99041/download
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Opportunities for Application Holders to Update PI

Before submitting any supplement to an NDA/BLA, review 

entire PI and assess if information is outdated, misleading, 

unclear, and/or inapplicable.  Consider updating entire PI:

➢Labeling supplements (e.g., PLLR conversion, voluntary 

PLR conversion)

➢Efficacy supplements

www.fda.gov
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Prescription Drug Labeling 

Review Resources

www.fda.gov
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➢Formerly named “PLR 

Requirements for Prescribing 

Information”

➢Over 100 labeling resources!

1 1 https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resourceswww.fda.gov

Prescription Drug 

Labeling Resources 

Webpage1

https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources
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Prescription Drug Labeling Resources Webpage     
(information about PI, FDA-approved patient labeling, and carton/container labeling)

www.fda.gov
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Prescription Drug Labeling Resources 

Webpage (1 of 2)1

➢PI Requirements and Rules

➢PI Guidances

1 https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources

➢Presentations – Sections of the PI

➢Presentations – Broad Labeling Content

➢Sample Templates and Format Tools for PI

➢Established Pharmacologic Class (EPC) Resources

www.fda.gov

https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources
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➢ANDA-Specific Labeling Resources

➢Biological Product-Specific Labeling Resources

➢Product Quality-Related Labeling Resources

➢Carton/Container Labeling Specific Resources

1 https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources

➢Patient Labeling Specific Resources

➢Labeling Databases

www.fda.gov

Prescription Drug Labeling Resources 

Webpage (2 of 2)1

https://www.fda.gov/drugs/laws-acts-and-rules/prescription-drug-labeling-resources
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Drugs@FDA Will Be Updated Soon1

www.fda.gov

1 www.fda.gov/DrugsatFDA

http://www.fda.gov/DrugsatFDA


39

FDALabel (New Labeling Search Tool)1

1 https://nctr-crs.fda.gov/fdalabel/ui/searchwww.fda.gov

FDALabel and 

Daily Med 

have the same 

data

https://nctr-crs.fda.gov/fdalabel/ui/search
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a) Inactive ingredients

b) Dosage form(s)

c) Recommended dosage

d) Warnings (e.g., in WARNINGS AND PRECAUTIONS section)

e) a and b

f) None of the above

www.fda.gov

Question: 505(b)(2) Labeling Must Be the 

Same As the Listed Drug’s Labeling Except for 

Which of the Following Items:
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Summary

➢CDER encourages voluntary PLR conversion

➢Before submitting any supplement to an NDA/BLA, 

review entire PI and update PI (if applicable)

➢Multiple prescription drug labeling resources are 

available 

▪ We welcome your input to add/revise resources!

www.fda.gov

Questions: cdersbia@fda.gov

mailto:cdersbia@fda.gov


Questions: cdersbia@fda.gov

mailto:cdersbia@fda.gov
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Back-Up Slides

www.fda.gov
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“Old” (non-PLR) Format PI

www.fda.gov

1 “Labeling and Prescription Drug Advertising; Content and Format for Labeling for Human Prescription Drugs”; 44 FR 37434 (June 26, 1979), 21 CFR 201.80
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PLR Format PI (Highlights is only shown)

www.fda.gov

1 Although Highlights of Prescribing Information (Highlights) is only shown on this slide, PLR labeling includes Highlights, Table of Contents, and Full Prescribing Information. 

“Requirements on Content and Format of Labeling for Human Prescription Drug and Biological Products” 71 FR 3922 (January 24, 2006)
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Future Draft and Revised Labeling Draft 

Guidances1

➢ PK in Patients with Impaired Renal Function –Study Design, 

Data Analysis and Impact on Dosing and Labeling (revised 

draft)

➢ Pregnancy, Lactation and Reproductive Potential: Labeling 

for Human Prescription Drug and Biological Products 

(revised draft)

➢ Quantification of Sodium, Potassium, and Phosphate in 

Human OTC and Prescription Drug Labeling (draft)

1 See March 2019 Guidance Agenda https://www.fda.gov/media/124386/download; PK = pharmacokinetics

www.fda.gov

https://www.fda.gov/media/124386/download

