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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 fictitious and are provided only to 
demonstrate current  labeling development  
challenges.  

Disclaimer  
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Code of  Federal Regulations:    

 21 CFR  201.57(c)(2)  

Future Labeling Guidance:  

 I&U Section of  Labeling Guidance (under development)  

INDICATIONS  AND USAGE (I&U)  
Section:   Resources  
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I&U Section:  Example #1  
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I&U Se ction  Example  #1:   Comments  

To improve readability of indications statement, recommend 
removal of dosage form, USP descriptor, strength, FDA established 
pharmacologic class text phrase, and route of administration 
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I&U Section:  Example #2  



 
 

 

I&U Se ction  Example  #2:   Comments  

Recommend excluding  the following in indications 
statement:  

 Basis of  approval  
 Instead efficacy  evidence in CLINICAL STUDIES 

section*  

 Study design including dosages  
 Instead describe study  design including dosage used in 

studies in  CLINICAL STUDIES section**  

* 21 CFR  201.57(c)(15) 
 
** Section III(B)(4)  - Clinical  Studies  Section of  Labeling Guidance 
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I&U Section:  Example #3  



       

 

I&U Section Example  #3: Comments  

Recommend excluding  disease definitions  
and diagnostic  criteria in indications  
statement:  

 Instead include important eligibility criteria and 
baseline disease characteristics in CLINICAL  
STUDIES  section*  

* Section III(B)(4) - Clinical Studies Section of Labeling Guidance 
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I&U Section:  Example #4  
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I&U Se ction  Example  #4:   Comments   

 I&U “section must state  drug is indicated for”  treatment, relief,
prevention,  mitigation,  cure, or diagnosis  of a recognized 
disease/condition or manifestation of a recognized 
disease/condition*  

 

 Recommend starting indications  statement with “DRUGOXIDE is  
indicated …” 

 Redistribute information, by moving:  
 Efficacy  results to CLINICAL  STUDIES section  
 Drug interaction information to another  section (e.g., WARNINGS  

AND PRECAUTIONS,  DRUG  INTERACTIONS)  
 Concomitant medications  to DOSAGE  AND  ADMINISTRATION  

section (if drug is approved in combination with carbohydrates)  

* 21 CFR 201.57(c)(2)  11 



I&U Section:  Example #5  
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I&U Se ction  Example  #5:   Comments  

 If a drug is indicated only in conjunction with a primary 
mode of therapy (e.g., another drug, behavioral change), 
must include a statement that drug is indicated as an 
adjunct to that mode of therapy* 
 Include beta-blocker and mineralocorticoid receptor 

antagonist in indication statement 

Move study design and baseline disease characteristics 
to CLINICAL STUDIES section** 

 If evidence supports safety and effectiveness only in 
selected subgroups of larger population, indicate only in 
subpopulation*** 

* 21 CFR 201.57(c)(2)(i)(A) 
  
** Section III(B)(4) - Clinical  Studies Section of Labeling Guidance
  
*** 21 CFR 201.57(c)(2)(i)(A) 
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I&U Section:  Example #6  
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Formatting for multiple indications:  

   

I&U Se ction  Example  #6:   Comments  

Subsection heading should be consistent  with 
information in body of  subsection*  
 

 Labeling must  be accurate; must not be misleading**  
 “Use as Diagnostic  Aid”  is not equivalent  to “diagnostic 

aid during radiologic  examinations  to temporarily inhibit 
movement of  GI tract”  

 Options:  
 Remove subsection heading that is  not consistent  with 

information in body of  subsection  
 Modify subsection heading to be consistent with 

information in body of  subsection  

 Bulleted list  vs. subsection headings  

* Best labeling practice; ** 21  CFR 201.56(a)(2)  15 



 

 

 

Limitations  of Use   (LOU) i n I&U 

Section:   Resources
  

Code of Federal  Regulations:   
 21 CFR  201.57(c)(2)  
Future Labeling Guidance:  
 I&U  Section of Labeling Guidance (under 

development)  
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Best  labeling  practice

LOU  in I&U Section (1)  

 If there is a common belief that a drug may be effective for a 
certain use, but preponderance of evidence suggests drug is 
ineffective or that therapeutic benefits do not generally 
outweigh its risks, I&U section must state that there is a lack 
of evidence that drug is effective or safe for that use or 
condition* 

LOU are uses in which there is a reasonable concern or 
uncertainty about drug’s risk-benefit profile; evidence falls 
short of a contraindication** 

 In contrast, contraindications are situations in which the risks
 
of use clearly outweighs any possible therapeutic benefit***
 

*  21 CFR 201.57(c)(2)(ii); ** ; *** 21  CFR 201.57(c)(5)  
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LOU  in I&U Section (2) 

 Contraindications are not included as LOU 

Not all uses or conditions which are not 
recommended for drug should be LOU* 
 May be more appropriate for other sections (e.g., 

WARNINGS AND PRECAUTIONS, USE IN SPECIFIC 
POPULATIONS) 

* Best labeling  practice; ** 21  CFR 201.57(c)(5)
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LOU:  Example #1  

Must include information on LOU or uncertainty about 
anticipated clinical benefits that is relevant to appropriate 
duration of treatment when such treatment should be limited* 

* 21 CFR 201.57(c)(2)(i)(D)
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LOU:  Example #2  
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LOU:  Example #3  



     
 

  
      

  
 

LOU Example #3:   Comments  

Information that narrows or further defines 
a drug’s intended use should be 
incorporated directly into indications 
statement, rather than a separate LOU* 

* Best labeling practice
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References  

 PLR  Requirements for Prescribing Information
website:  
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformati
on/LawsActsandRules/ucm084159.htm  

Thank you!  
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