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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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“Old” Format Labeling1

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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Physician Labeling Rule (PLR) Format 
Labeling

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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PLR Format Labeling1

Key Merits:
 Information ordered according to clinical importance
 Contains a concise summary of critical information (i.e., 

Highlights)
 Contains a Table of Contents
 Has numbered sections and subsections

Goals:2

 Make information easier for healthcare providers to 
access, read, and use

 Reduce medication errors

1 Applications/supplements required to have PLR format labeling are NDAs, BLAs, and efficacy supplements approved on or 
after June 30, 2001

2 “Requirements on Content and Format of Labeling for Human Prescription Drug and Biological Products” 71 FR 3922 
(January 24, 2006); 78 FR 8446 (February 6, 2013) 
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Updating Labeling is Application 
Holder’s Responsibility

 Application holder should review labeling 
at least annually for outdated information1

 Application holder must update labeling 
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”3

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.] 
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Principles of Updating Labeling1

1 Implementing PLR Content and Format Requirements Guidance; 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 labeling 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

 Consider adding/modifying indications, usages, 
and/or dosages3
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Ensure Labeling Meets Statutory/Regulatory 
Requirements and is Consistent with Final 

Guidance Recommendations1

4 See PLR Requirements for Prescribing Information website for other labeling guidances (final guidances represents the 
Agency’s current thinking – alternative approaches are acceptable if they satisfy statutes/regulations): 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm

2 Final PLLR rule; 79 FR 72064 (December 4, 2014)
3 21st Century Cures Act (Section 506 of FD&C Act); 4 21st Century Cures Act (Section 511A of FD&C Act)

Recent statutes/regulations, for example:
 Pregnancy and Lactation Labeling Rule (PLLR)2

 Limited population pathway drugs3

 Susceptibility test interpretive criteria4

Recent final labeling guidances,1 for example:
 Clinical Pharmacology Section of Labeling
 Patient Counseling Information Section of Labeling
 Naming of Drug Products Containing Salt Drug 

Substances

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm
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Ensure Consistent Message in Labeling:  
Unclear Prevention/Mitigation Strategies 

(Before)1

1 To see other examples of labeling inconsistencies see Consistency in Labeling and Methods to Optimize Communication in 
Labeling:  https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM584740.pdf; this example 
does not contain all the required and recommended elements for these sections/subsections.

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM584740.pdf


11

Ensure a Consistent Message in  
Labeling:  Unclear Prevention/Mitigation 

Strategies (After)1

1 To see other examples of labeling inconsistencies see Consistency in Labeling and Methods to Optimize Communication in 
Labeling:  https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM584740.pdf; this example 
does not contain all the required and recommended elements for these sections/subsections.

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/UCM584740.pdf
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Improve Organization/Formatting (Before)
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Improve Organization/Formatting (After)
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Update Terminology and Remove/Revise 
Outdated, Misleading, or Clearly 

Inapplicable Information in Labeling1 (1 of 2)

 Update terminology
 From juvenile rheumatoid arthritis (JRA) to juvenile 

idiopathic arthritis (JIA)
 From Wegener’s granulomatosis to granulomatosis 

with polyangiitis
 From major depressive episode without melancholia 

to major depressive disorder

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

1 21 CFR 201.56(a)(2) and 21 CFR 201.56(d)(4) 
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 Remove investigational name of product
 Remove products that are not generally available in U.S. 

(e.g., cisapride, rofecoxib, gatilfoxacin, pergolide, 
sparfloxacin, astemizole, cerivastatin, troglitazone)

 Remove recommendations that are no longer standard 
of care (e.g., assess “liver biopsies” prior to and during 
treatment)

 Ensure that unapproved indications/usages and dosing 
regimens are not implied or suggested2

Update Terminology and Remove/Revise 
Outdated, Misleading, or Clearly 

Inapplicable Information in Labeling1 (2 of 2)

1 21 CFR 201.56(a)(2) and 21 CFR 201.56(d)(4)
2 21 CFR 201.57(c)(2)(iv) and (v) and 21 CFR 201.57(c)(3)(ii) 
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PDUVI VI removed efficacy supplement fee to help ensure 
labeling is accurate based upon most current clinical data1

FROM:
2 DOSAGE AND ADMINISTRATION
The recommended IV dosage of DRUG-X for the treatment of 
adenocarcinoma of the breast is 12 mg/kg for 4 consecutive days and 
then 6 mg/kg on Days 6, 8, 10, and 12.  Repeat course every 30 
days.

TO:
2 DOSAGE AND ADMINISTRATION
The recommended intravenous dosage of DRUG-X, in combination 
with cyclophosphamide and other cytotoxic drugs, for the treatment of 
adenocarcinoma of the breast is 500 mg/m2 or 600 mg/m2 on Days 1 
and 8 every 28 days for 6 cycles. 

Consider Adding/Modifying New Indications, 
Usages, and/or Dosages

1 Prescription Drug User Fee Amendments of 2017 (Prescription Drug User Fee Rates for Fiscal Year 2018, 82 FR 43244)
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CDER’s Efforts to Improve Labeling

 Frequently review entire labeling during supplement 
review (not just firm’s proposed changes to labeling)

 Continue to improve labeling resources 
 PLR Requirements for Prescribing Information website 

 Publish new labeling guidances

 Dedicated labeling review specialists
 Associate Directors for Labeling (ADLs)

 Public outreach
 November 2017 CDER Prescription Drug Labeling 

Conference
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PLR Requirements for Prescribing 
Information Website1

 PLR Final Rule and Labeling Requirements
 Labeling Guidances
 Labeling Presentations – Labeling Content
 Articles with Labeling Content
 PLLR Labeling
 Labeling Presentations – Labeling Review Process and 

Resources
 Sample Templates and Format Labeling Tools
 Product Quality-Related Resources for Prescribing 

Information
 ANDA Labeling Guidances
 Established Pharmacologic Class Resources
 Additional Labeling Resources

1 https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm
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Opportunities for Application Holders 
to Update Labeling

Before submitting any supplement to an NDA/BLA, 
review entire labeling and assess if information is 
outdated, misleading, unclear, and/or inapplicable

 PLLR conversion labeling supplements provides 
an opportunity to assess and update entire 
labeling

 Voluntary PLR conversion of “old” format labeling
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Eric Brodsky, M.D. 
Associate Director, Labeling Development Team 
Office of New Drugs, Center for Drug Evaluation and 
Research, FDA
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Thank You

Join the conversation #DIA2018

mailto:Eric.Brodsky@fda.hhs.gov
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Back Up Slides



CDER Prescription Drug and Biological 
Product Labeling in PLR Format1

NDAs = New Drug Applications; BLAs = Biologics License Applications; CDER = Center Drug Evaluation and Research
1 Analyses based on Structured Product Labeling (SPL) files - generally only includes marketed products and excludes 
repackers, relabelers, and redistributor labeling 
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CDER Novel Drug Approvals Website1

1 https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugInnovation/ucm592464.htm

In my view, labeling quality has improved over the last several 
years!

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugInnovation/ucm592464.htm
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