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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.

www.fda.gov
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Roundtable #1 
Presentation

www.fda.gov
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Some Types of Prescription 
Drug Labeling

www.fda.gov



51 See 21 CFR 208 available at https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-208.  

Medication Guide1 (a type of FDA-approved patient labeling)

According to Medication Guide 
regulations, the “How should I take 
DRUG-X?” heading may include a 
statement of what patients should do 
in case of a drug overdosage 

www.fda.gov

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-208
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Prescribing Information1

Written for healthcare practitioners and must:

 Contain a summary of essential scientific information 
needed for safe and effective use of the drug

 Be informative and accurate and neither promotional in 
tone nor false or misleading in any particular

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

1 Applies to Physician Labeling Rule (PLR) labeling and “old” (non-PLR) format labeling; 21 CFR 201.56(a) available at 
https://www.ecfr.gov/current/title-21/part-201/section-201.56#p-201.56(a) www.fda.gov

https://www.ecfr.gov/current/title-21/part-201/section-201.56#p-201.56(a)
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Prescribing Information “Physician Labeling Rule” Format (2006)

“Old” Format 
Labeling Rule (1979)



www.fda.gov 8

How Prescribing Information 
Is Developed and Reviewed
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Development and Review of Prescribing Information

 FDA reviews draft labeling upon submission and throughout 
review cycle

 FDA and company:
 Develop final labeling 
 Must agree to wording in labeling prior to approval

 Pharmaceutical company (company):
 May start developing draft labeling as soon as the drug is 

determined suitable for first-in-human use
 May ask FDA to comment on aspects of draft labeling before 

they submit an application or supplement
 Submits draft labeling as part of an application or supplement

www.fda.gov
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FDA Staff Who May be Involved in Prescribing Information Review1

1 Review of prescription drug labeling regulated in CDER; involvement depends on labeling type, complexity, product type, and other factors www.fda.gov
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 After approval (within 14 days), company submits PI 
electronically2 and PI is posted on other websites (e.g., DailyMed)

 After approval, PI is updated:
 Pharmaceutical company submits new supplement 
 FDA may contact pharmaceutical company to request update to 

PI or require update to PI

Prescribing Information (PI) Approval and 
Post-Approval Changes

1 For CDER-approved drugs, labeling posted to Drugs@FDA (www.fda.gov/drugsatfda) as a PDF file (for CBER-approved drugs, labeling posted to CBER’s 
webpage (https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/biological-approvals-year))  
2 Posted electronically as a Structured Product Labeling (SPL) file

 Final PI is approved by FDA and attached to approval letter
 PI uploaded to Drugs@FDA1

www.fda.gov

http://www.fda.gov/drugsatfda
https://www.fda.gov/vaccines-blood-biologics/development-approval-process-cber/biological-approvals-year
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OVERDOSAGE Section of the 
Prescribing Information
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Full Prescribing Information Sections

www.fda.gov
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1 21 CFR 201.57(c)(11).  Available at https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11).  The 
OVERDOSAGE section of labeling regulations for PLR format and “old” format labeling are very similar with minor changes (e.g., regulations for PLR format do 
not include the requirement to include the oral LD50 of the drug in animals) .

OVERDOSAGE Section Must* Include the 
Following Overdosage Information: (1 of 2)1 

 Signs, symptoms, laboratory findings, and complications        
(e.g., organ toxicity, delayed acidosis)

 Concentrations of drug in biologic fluids associated with 
toxicity

 Physiologic variables influencing drug excretion
 Factors that influence dose response

www.fda.gov

* Refer to Slide #22 for required overdosage treatment information in the OVERDOSAGE section

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11)
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OVERDOSAGE Section Must* Include the 
Following Overdosage Information: (2 of 2)1 

www.fda.gov

Amount of drug in a single dose that is:
 Ordinarily associated with symptoms of overdosage
 Likely to be life-threatening

The OVERDOSAGE section must be based on human data but 
if human data are unavailable, appropriate animal and in vitro 
data may be used

* Refer to Slide #22 for required overdosage treatment information in the OVERDOSAGE section
1 21 CFR 201.57(c)(11).  Available at https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11).  The 
OVERDOSAGE section of labeling regulations for PLR format and “old” format labeling are very similar with minor changes (e.g., regulations for PLR format do 
not include the requirement to include the oral LD50 of the drug in animals) .

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11)


16

1 21 CFR 201.56(d)(4) available at https://www.ecfr.gov/current/title-21/part-201/section-201.56#p-201.56(d)(4)
2 21 CFR 201.56(a)(2) available at https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.56(a)(2)

Certain Information in Labeling is 
Omitted

Omit clearly inapplicable sections, subsections, or 
specific information from labeling1

Omit inaccurate, false, or misleading information 
from labeling2

www.fda.gov

https://www.ecfr.gov/current/title-21/part-201/section-201.56#p-201.56(d)(4)
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.56(a)(2)


17See https://www.fda.gov/drugs/drug-safety-and-availability/fda-updating-warnings-improve-safe-use-prescription-stimulants-used-treat-adhd-and-other-conditions

www.fda.gov

https://www.fda.gov/drugs/drug-safety-and-availability/fda-updating-warnings-improve-safe-use-prescription-stimulants-used-treat-adhd-and-other-conditions
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www.fda.gov

CNS Stimulants: Changes to OVERDOSAGE Section1

1 See https://www.fda.gov/media/168050/download?attachment

https://www.fda.gov/media/168050/download?attachment
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Thousands of Prescription Drugs Have 
OVERDOSAGE Sections of Labeling

 77% of Prescribing Information include an OVERDOSAGE section of 
labeling according to an FDA analysis1

 Prescription drugs that treat, prevent, or diagnose a multitude of diseases 
or conditions have an OVERDOSAGE section of labeling (e.g., allergic, 
anesthesiology, cardiac, critical care, dermatologic, endocrine, 
gastroenterology, gynecologic, hematologic, hepatic, infectious, neurologic, 
nutritional, oncologic, psychiatric, pulmonary, renal, rheumatologic, 
urologic)

1 This analysis included a small percentage of Prescribing Information (PI) for “new” drugs approved since June 2001 and certain PI for drugs approved 
before June 2001 (e.g., drugs approved for new uses after June 2001).  All these prescription drugs are approved under a new drug application (NDA) or 
biologics license application (BLA). This analysis does not include PI for generic drugs, repackaged drugs, or relabeled drugs.

We look forward to your perspectives on developing the 
OVERDOSAGE section for a variety of FDA-approved drugs 
approved to treat, prevent, or diagnose a wide range of diseases

www.fda.gov
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Human Data Sources for Prescribing 
Information1

 Adequate and well-controlled studies
 Epidemiological or surveillance studies
 Human pharmacokinetic and pharmacodynamic studies
 Adverse event reports from literature and spontaneous 

reports

1 Examples of human data sources for the Prescribing Information are not exhaustive.  This list does not include non-clinical data sources 
(e.g., animal studies, animal models, product quality data). 

www.fda.gov

Although most of the human data sources for the Prescribing Information 
are from patients who received the drug under the approved conditions of 
use, this is typically NOT the case for overdosage data
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Roundtable #2 
Presentation

www.fda.gov



22

Unqualified recommendations for which data are lacking for 
the specific drug or class of drugs must not be stated

OVERDOSAGE Section Must* Include Following 
Overdosage Treatment Information:1 

 Whether drug is dialyzable
 Recommended general treatment procedures
 Specific measures for support of vital functions (e.g., proven 

antidotes, gastric lavage, forced diuresis, or as per Poison Control 
Center) 

 Such recommendations must be based on data available for the 
specific drug or experience with pharmacologically related drugs

* Refer to Slides #16 and 17 for other required overdosage information in the OVERDOSAGE section
1 21 CFR 201.57(c)(11).  Available at https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11).  The 
OVERDOSAGE section of labeling regulations for PLR format and “old” format labeling are very similar with minor changes (e.g., PLR format regulations included 
the Poison Center example but removed the induced emesis example for overdosage treatment).

www.fda.gov

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-C/part-201/subpart-B/section-201.57#p-201.57(c)(11)


231 See https://www.fda.gov/media/168050/download?attachment

CNS Stimulants: Changes to OVERDOSAGE Section1

www.fda.gov

https://www.fda.gov/media/168050/download?attachment
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OVERDOSAGE Section: Some Challenges 
with Including Treatments for Drug 

Overdosage

 Only a handful of prescription drugs have been FDA-
approved to treat overdosage (e.g., acetylcysteine, digoxin 
immune Fab, flumazenil, leucovorin, naloxone, uridine 
triacetate)

 There is generally a lack adequate and well-controlled trials 
that support approval of a prescription drug to treat a drug 
overdosage

www.fda.gov



25

OVERDOSAGE Section:  What Type and Quantity 
of Evidence is Needed to Support the Use of Drug 

to Treat Overdosage of Another Drug?

1 Following drugs are FDA-approved for treatment of overdosage of specific drugs:  acetylcysteine, digoxin immune Fab, flumazenil, leucovorin, naloxone, uridine triacetate

Other 
data?

Unqualified 
recommendations 
for which data are 
lacking

Substantial evidence of 
effectiveness and 
safety for intended use1

www.fda.gov



www.fda.gov
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Extra Slides
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Other Types of Prescription 
Drug Labeling

www.fda.gov
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Container Label1

1 See guidance for industry:  Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication Errors (May 2022).  

Cautionary or warning 
statements about 
overdosage may be 
included on carton 
and container labeling

www.fda.gov
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Patient 
Package 
Insert1

(another type of 
FDA-approved 

patient labeling)

1 Oral contraceptives see 21 CFR 310.501
Estrogen-containing products see 21 CFR 
310.515.  

https://www.ecfr.gov/current/title-21/chapter-I/subchapter-D/part-310/subpart-E/section-310.501
https://www.ecfr.gov/cgi-bin/text-idx?SID=6cf9ed76e9f41125dc3bfbe1a6dca505&mc=true&node=se21.5.310_1515&rgn=div8
https://www.ecfr.gov/cgi-bin/text-idx?SID=6cf9ed76e9f41125dc3bfbe1a6dca505&mc=true&node=se21.5.310_1515&rgn=div8
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www.fda.gov

Patient Medication Information: Proposed 
Rule1

1 Medication Guides: Patient Medication Information proposed rule. For more information about PMI, see https://www.fda.gov/drugs/cder-
conversations/patient-medication-information-2023-proposed-rule-help-patients-understand-their-prescription

In May 2023, FDA proposed a new rule for Patient Medication Information 
(PMI).  If finalized, PMI would:
 Require pharmaceutical companies to create a new type of labeling for 

patients (or their caregivers) for prescription drugs used, dispensed, or 
administered on an outpatient basis

 Be a one-page document with standardized format and content and written 
in non-technical language

 Be submitted to FDA for approval
 Require authorized dispensers to provide PMI to patients (or their 

caregivers) each time a prescription drug (for which an FDA-approved PMI 
exists) is used, dispensed, or administered on an outpatient basis

https://www.fda.gov/drugs/cder-conversations/patient-medication-information-2023-proposed-rule-help-patients-understand-their-prescription
https://www.fda.gov/drugs/cder-conversations/patient-medication-information-2023-proposed-rule-help-patients-understand-their-prescription
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Updating Labeling

www.fda.gov
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Updating Labeling

Labeling Update Opportunities
Encourage updates in multiple labeling type submissions (e.g., PLR 
conversions, efficacy supplements)

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.govPharmaceutical Company’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
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Toxicities in Clinical Studies with 
Dosages Greater Than Maximum 

Recommended Dosage

www.fda.gov
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Toxicities in Clinical Studies with Dosages Greater 
Than Maximum Recommended Dosage

 In phase 1 studies of an investigational drug (DRUG-X), a single 100 mg 
dose resulted in dizziness, somnolence, mental status changes, and 
nausea and vomiting

 These adverse reactions were not seen after administration of 10 mg of 
DRUG-X once daily in 12-week adequate and well-controlled studies

 Subsequently, DRUG-X is approved for use with a recommended dosage 
of 10 mg once daily

1

Do you consider specific toxicities that have only occurred in clinical 
studies at dosages greater than the maximum approved 
recommended dosage to be an overdosage and should this 
information be described in the OVERDOSAGE section of labeling?

www.fda.gov
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Prescription Drug Labeling 
Review Resources



www.fda.gov 37

Drugs@FDA1

1 www.fda.gov/drugsatfda

http://www.fda.gov/drugsatfda
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1 FDA’s Labeling Resources for Human Prescription Drugs webpage available at https://www.fda.gov/drugs/laws-acts-and-rules/fdas-labeling-resources-human-

prescription-drugs

www.fda.gov

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


www.fda.gov 391 Prescribing Information Resources webpage available at https://www.fda.gov/drugs/fdas-labeling-resources-human-prescription-drugs/prescribing-information-resources

www.fda.gov

https://www.fda.gov/drugs/fdas-labeling-resources-human-prescription-drugs/prescribing-information-resources
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1 NCTR’s FDALabel searches “in use” labeling (Structured Product Labeling files) of (available at https://nctr-crs.fda.gov/fdalabel/ui/search) for 

prescription drugs and nonprescription drugs as well as other FDA-regulated products

FDALabel:  Full-Text Search of Labeling for 
Drugs for Human Use1

FDALabel and    
DailyMed generally 
have the same data

www.fda.gov

https://nctr-crs.fda.gov/fdalabel/ui/search
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