
    

Challenges and  Issues With the  
DOSAGE  AND ADMINISTRATION 

Section of Labeling  

Eric Brodsky, M.D. 
Associate Director, Labeling Development  Team 
Office of  New  Drugs,  Center  for D rug Evaluation and Research 
Food and Drug Administration (FDA)  

Regulatory Education 
for  Industry (REdI):  
PRESCRIPTION DRUG LABELING  - 
CHALLENGES AND ISSUES  

November 3-4,  2015  | Pooks  Hill,  MD  | Bethesda Marriott 



 

 
 

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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DOSAGE AND ADMINISTRATION 


(D&A) Section: Resources
 

Code of Federal Regulations: 
 21 CFR 201.57(c)(3) 
Guidance: 
 D&A Section of Labeling Guidance 
Best Labeling Practice: 
 Institute for Safe Medication Practices’ List 

of Error-Prone Abbreviations, Symbols, 
and Dose Designations 
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D&A  Section  #1:  What can  be  Improved?   
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D&A Section  #1:  Improved  Language 
 

5 



 

 

D&A  Section Example #1:  Comments  
 For  all FPI sections, when a subsection heading is  used, capture all 

information under a subsection heading  
 Avoid including information between Section 2 and subsection 2.1  
 This does not apply  when listing clinically  significant adverse 

reactions between Section 6 (ADVERSE  REACTIONS)  and 
subsection 6.1 (Clinical  Trials Experience)  

 In electronic world, may  miss this “floating” information  

 Recommend command language  

 Tables can improve clarity of complex  dosage instructions*  

 All table titles should include study  population, should represent 
information in table, and should be in title case**  

* Section  III(B)  - D&A Section  of Labeling  Guidance  
** Appendix  C  - Clinical  Studies Section  of Labeling  Guidance  
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D&A Section:  Example #2
 

 



 

D&A Section  Example #2:  Comments 
 

Clinically  significant  adverse reactions  should be in 
WARNINGS AND PRECAUTIONS section*  

Ordinarily information in another  section should be 
discussed in D&A  if specific  implications  for dosing or  
administering a drug**  

Dosing regimens  must not be implied or suggested if  not  
include in D&A  section***  

* 21  CFR 201.57(c)(6) and  W&P, Contraindications, and BW Sections  of  Labeling  Guidance  
** Section  IV  - D&A  Section of Labeling  Guidance  
*** 21 CFR  201.57(c)(3)(ii),  21 CFR 201.56(a)(3)  
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D&A Section:  Example #3
 

 



  

 

D&A Section: Example #3:  Comments 

D&A  section should ordinarily:*   
 Include drug interaction (DI) i nformation if  specific  implications  for  

dosing or  administering a drug  
 Be  limited  to  recommended dosage modification due to DI;  omitting  

discussion of  DI  mechanism,  study  findings,  or ot her  DI  details  

Provide actual modified dosage (i.e.,  30 mg once daily) rather  
than percentage (i.e.,  50%) by  which dosage should be 
adjusted  
Subsection heading should be consistent  with information in 

body  of subsection  
 Heading should be specific   

* 21 CFR 201.57(c)(3)(i)(H);  Section IV  - D&A  Section of Labeling Guidance  
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   D&A Section:  Example #4
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D&A  Section Example #4:  Comments 

 Ordinarily information in another  section should be 
discussed in D&A if  specific implications for  dosing or 
administering a drug*  

 Dosage adjustments in patients with renal  impairment 
must  be in D&A section**  

 If  clinical implications for  differences in response in 
patients with renal  impairment  compared to patients 
with normal  renal  function include in USE  IN  SPECIFIC  
POPULATIONS section***  

* Section  IV  - D&A Section of Labeling  Guidance  
** 21 CFR 201.57(c)(3)(i)(H)  
*** Section VI - Pharmacokinetics in Patients with Impaired Renal Function Guidance 
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   D&A Section:  Example #5 
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D&A Section: Example #5:  Comments 

Should identify any  safety  monitoring procedures that  should 
be implemented before initiating or during therapy  to 
determine how to administer drug (e.g.,  stop drug, adjust  
dosage, delay additional  course)*  

D&A  section should cross-reference discussion of safety 
concern in  WARNINGS AND PRECAUTIONS section*  
 D&A section should contain actionable information;  

whereas,  the “why” should be in other sections  

Must  include steps that  should be taken to prevent or 
mitigate clinically  significant  adverse reactions  in W&P 
section**  

* Section  II(C) - D&A  Section of Labeling Guidance  
** 21 CFR 201.57(c)(6)  14 



   D&A Section: Example #6
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D&A  Section Example #6:  Comments  

Clinical  study results should be in CLINICAL  
STUDIES  section*  
Clinical  study data (e.g., time to effect) may help 

inform  important dosage information  
 If efficacy  of  migraine drug significantly  decreases  after 2 

hours,  should another  dose be administered?  

* Section III(C) - Clinical Studies Section of Labeling Guidance
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D&A Section  #7:  What  can  be Improved? 
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D&A  Section #7:  Improved Language  
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D&A  Section Example #7:  Comments 


 Improved organization of  D&A section may decrease 
medication errors  
 D&A section should contain very  clear instructions (e.g.,  

subsection titles, titles  for tables  with text describing 
information in tables)*  

 Should use command language  

 Lack of  efficacy information with DI  belongs in other  
sections ( e.g.,  DRUG INTERACTIONS)  

* Section III(B) - D&A Section Labeling Guidance; DI = drug interactions
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D&A Section #8:  What can be Improved? 
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D&A Section #8: Improved Language 
(Option #1): Two Recommended Dosages 

In CLINICAL STUDIES section, keep study description 
and results for both 10 mg once daily and 10 mg twice 
daily dosages 
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D&A Section #8: Improved Language (Option #2): 
Removed Unapproved Dosage from Study 
Description and Results in Section 14 
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D&A Section #8: Improved Language (Option #3): 
Removed Unapproved Dosage from Study 
Results in Section 14 
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D&A  Section Example #8:  Comments 
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D&A  Section  #9: Complex  D&A  Instructions  ­ 
Create a Dosage Overview  Subsection:   
PREPOPIK   
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D&A  Section Example #9:  Comments 


Improved organization of D&A section may decrease 
medication errors  
 D&A section should contain very clear  instructions 

(e.g., subsection  titles, titles  for tables  with  text  
describing information in tables)*  

* Section III(B) - D&A Section Labeling Guidance
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References  

 PLR  Requirements for Prescribing Information
website:  

 ISMP’s  List of Error-Prone Abbreviations, 
Symbols, and Dose Designations:  
http://www.ismp.org/tools/errorproneabbreviations.pdf  

Thank you!  
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http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformati
on/LawsActsandRules/ucm084159.htm

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm
http://www.ismp.org/tools/errorproneabbreviations.pdf
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