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Outline
• Labeling basics

• Existing landscape
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Caveats
• Descriptive

• Shared responsibility

• Change over time
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Product labeling
• 4 components:

– Professional labeling= package insert
– Patient labeling
– Carton/container labels
– Commercial

• Professional labeling
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General requirements
21 CFR 201.56(a)

• Essential scientific information needed for the safe and effective 
use of the drug

• Informative and accurate
• Not misleading in any particular
• Based whenever possible on data derived from human 

experience
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Safety information
• 4-Contraindications
• 5-Warnings and Precautions
• 6-Adverse Reactions 
• Specific situations

– 7-Drug interactions
– 8-Use in Specific Populations
– 9-Drug Abuse and Dependence
– 10-Overdosage
– 12-Clinical Pharmacology
– 13-Animal toxicology/pharmacology



9

Safety information
• 4-Contraindications
• 5-Warnings and Precautions
• 6-Adverse Reactions 
• Specific situations

– 7-Drug interactions
– 8-Use in Specific Populations
– 9-Drug Abuse and Dependence
– 10-Overdosage
– 12-Clinical Pharmacology
– 13-Animal toxicology/pharmacology



10

Labeling Guidance
• Guidance for Industry: Adverse Reactions Section of Labeling for 

Human Prescription Drug and Biological Products—Content and 
Format

• Negative finding acceptable for inclusion if “convincingly 
demonstrated in a trial of adequate design and power.”
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Outline
• Labeling basics

• Existing landscape
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Existing Landscape

• Dermal safety study results described PI

• Caveats
– Descriptive
– Shared responsibility
– Change over time
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Methods

• Used FDALabel—a labeling search tool
• Search professional labeling (PI) for topical 

prescription drug products
– >200 unique topical products regulated by DDDP
– PLR and old format

• August 2018
• Specific search terms
• Eliminated duplicates
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Search terms
• Irritancy
• Contact sensitization
• Phototoxicity
• Photoallergenicity
• Local tolerability
• Cumulative irritancy
• Dermal safety
• Sensitization
• Repeat insult patch test
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Dermal Safety Study Results in Labeling

• 29 products include DSS results

– 16 products negative results

– 13 products positive results

• Does not provide denominator
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Product labeling--negative DSS results
• 16 products
• Discordant information elsewhere in labeling

– Not a reason to exclude from labeling

• Two examples:
– pimecrolimus cream
– tazarotene cream
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ELIDEL (pimecrolimus) Cream
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TAZORAC (tazarotene) cream
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TAZORAC (tazarotene) cream
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Dermal Safety Study Results in Labeling

• 29 products include DSS results

– 16 products negative results

– 13 products positive results

• Does not provide denominator
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Product labeling—positive DSS results
• 13 products
• Concordance varies

– Not a reason for inclusion or exclusion

• Two examples:
– Ketaconazole foam
– Sinocatechins ointment
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EXTINA (ketaconazole) foam
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VEREGEN (sinecatechins) ointment
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Summary

• DSS results included in labeling for 29 unique topical prescription 
drug products

• Negative results often discordant with other information in 
labeling

• Positive results vary in relationship to other information
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Reminder
• Discordance not reason to exclude information
• Concordance not reason to include information
• Standard:

– Essential information needed for safe/effective use
– Informative, accurate
– Not misleading in any particular
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Questions?

www.fda.gov
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ZOVIRAX (acyclovir) cream
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ZOVIRAX (acyclovir) cream
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