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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 

 

CDER’s process for review and development 
of prescribing information (PI) is evolving 
 CDER does not have a Labeling Review 

MAPP 
 

Disclaimer Disclaimer 
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Overview of Presentation 

ADLs = Associate Directors for Labeling; LDT = Labeling Development Team 

 CDER staff involved in PI review 
 Roles and responsibilities of ADLs and LDT 

 Labeling milestones during NDA/BLA review 
 Format/style/appearance of PI 
 PLR resources 
 FDA labeling guidances under development 
 CDER labeling outreach 
 Questions 
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CDER Staff Involved in PI 

Review 
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CDER Staff Who May be Involved in PI Review1 
 (1 of 3) 

Yellow = OND staff Box = OND staff in prescription drug review division 

1 Involvement depends on labeling type and review division 
2 OHOP pharm/tox staff are in a separate division 
3 Labeling specialists 
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CDER Staff Who May be Involved in PI Review1 
 (2 of 3) 

1 Involvement depends on labeling type and review division; 2 Labeling specialists  

Purple = OPQ staff Orange = Office of Translational Sciences staff 
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CDER Staff Who May be Involved in PI Review1 
 (3 of 3) 

1 Center for Devices and Radiological Heath (CDRH) may also be involved in PI review for drug-
device combination products or drug/biological products with a companion diagnostic device 

Blue = Office of Surveillance and Epidemiology (OSE) staff 

Brown = Office of Medical Policy staff Green = Office of Center Director staff 
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 ADL positions created in summer of 2015  
 

 One ADL in each prescription drug review division (16 
total ADLs) 

 

 Oversees and manages review division labeling 
activities, such as: 

 

 NME labeling 
 PLR labeling conversions 
 
 

 Promotes consistency in division labeling review 
practices  

 

ADL1 Roles and Responsibilities (1 of 2) 

1 Prescription drug review division ADLs; NME = new molecular entity 
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 Helps ensure division labeling conforms with labeling 
regulations, guidance, and policies and are: 

 

 Appropriately consistent within and across drug classes 
and indications  

 Clinically meaningful and scientifically accurate 
 Clear and concise for healthcare providers 

ADL1 Roles and Responsibilities (2 of 2) 

1 Prescription drug review division ADLs; NME = new molecular entity 
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LDT1 Responsibilities in CDER 

 Develops and implements labeling policy initiatives to 
promote consistency in and improve labeling review 
practices (across review divisions) 

 Assists in labeling review (consultative role) 
 Provides oversight of labeling quality  
 Provides labeling review training  
 Develops and maintains labeling review resources 
 Leads labeling outreach to external stakeholders 

1 LDT website: http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ucm443026.htm 

http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ucm443026.htm
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Administrative and Content 
Ownership of PI 

Administrative: 
 Review division RPMs have administrative responsibility of 

PI (e.g., schedule labeling meetings, version control, set 
timelines, manage communications with application holders) 

 

Content: 
 Multiple disciplines throughout CDER propose changes to 

application holder draft labeling 
 Different staff from prescription drug review division 

oversee/manage labeling content (e.g., division 
management, CDTL, ADL) 

 Wording in PI is an agreement between FDA signatory and 
application holder  
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Labeling Milestones During 

NDA/BLA Review 
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Labeling Milestones: 10-Month Review Cycle 
for NDAs, BLAs, and ESs1 (1 of 3) 

1 Derived from “CDER 21st Century Review Process:  Desk Reference Guide”; review 
cycle length depends on priority vs. standard and PDUFA V Program status 



14 

Selected Requirements of Prescribing 
Information (SRPI) Review 
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Early Labeling Review 
Application holder may be requested to resubmit labeling that 
addresses issues such as the following:  
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Labeling Milestones: 10-Month Review Cycle 
for NDAs, BLAs, and ESs1 (2 of 3) 

1 Derived from “CDER 21st Century Review Process:  Desk Reference Guide”; review 
cycle length depends on priority vs. standard and PDUFA V Program status 
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Labeling Milestones: 10-Month Review Cycle 
for NDAs, BLAs, and ESs1 (3 of 3) 

1 Derived from “CDER 21st Century Review Process:  Desk Reference Guide”; review 
cycle length depends on priority vs. standard and PDUFA V Program status 



18 

LPM: High-Level Issues (1 of 2) 

 Occurs 1 to 3 weeks after mid-cycle meeting (when applicable) 
 Objective:  discuss high-level labeling issues 
 Outcomes:  communicate to application holder, obtain additional 

consultation, plan to address issues  
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LPM: High-Level Issues (2 of 2) 
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Format/Appearance/Style of PI 
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Format/Appearance/Style of PI (1 of 2) 

 Physician Labeling Rule includes formatting requirements 
 FDA labeling guidances contain additional format 

recommendations 
 Format requirements/recommendations may change/evolve: 
 New regulations (e.g., PLLR) and new guidances (e.g., 

Clinical Pharmacology section of labeling guidance) 
 New product types (e.g., increase in number of biological 

products – new Immunogenicity subsection in ADVERSE 
REACTIONS section) 

 Revisions to Institute for Safe Medication Practices 
guidelines for abbreviations, symbols, and dose 
designations 

 
 



22 www.fda.gov 

Format/Appearance/Style of PI (2 of 2) 

 Formatting/appearance/style of PI outside regulations and 
guidances: 
 “Beyond these requirements and recommendations, FDA 

expects that some flexibility in formatting will be 
necessary because of variability in the type and quantity 
of labeling information for different drugs”1 

 Sometimes application holders have certain formatting 
preferences   

 

1 2013 Implementing the PLR Content and Format Requirements guidance  
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PLR Resources for Industry 
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PLR 
Internet Site          

(1 of 5) 
 

PLR and PLR 
regulations 

Labeling 
databases 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm 

link 
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PLR Internet Site: Labeling Guidances (2 of 5) 

new 

new 
new 
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PLR Internet Site (3 of 5) 

New labeling 
presentations for 
stakeholders 
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PLR Internet Site (4 of 5) 
Sample PLR template 

Format (SRPI) 
resources 

EPC resources 
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PLR Internet Site (5 of 5) 
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How to Find FDA EPC Text Phrases 



30 

Labeling Guidances Under 
Development 
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FDA Labeling Guidances Under 
Development (1 of 2)1 

 Indications and Usage Section of Labeling for Human 
Prescription Drugs and Biological Products – Content and 
Format (new draft) 

 

 Drug Abuse and Dependence Section of Labeling for 
Human Prescription Drug and Biological Products – 
Content and Format (new draft)  

 

 Product Title and Initial U.S. Approval in the Highlights of 
Prescribing Information for Human Prescription Drug and 
Biological Products – Content and Format (new draft) 
 

1 see http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm417290.pdf 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm417290.pdf
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FDA Labeling Guidances Under 
Development (2 of 2)1 

 Clinical Drug Interactions Studies: Study, Design, Data 
Analysis, Implications for Dosing and Labeling 
Recommendations (revised draft) 

 

 Pharmacokinetics in Patients with Impaired Hepatic 
Function - Study Design, Data Analysis and Impact on 
Dosing and Labeling (revised draft) 

 

 Pharmacokinetics in Patients with Impaired Renal Function 
- Study Design, Data Analysis and Impact on Dosing and 
Labeling (revised draft) 

1 see http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm417290.pdf 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm417290.pdf
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Labeling Outreach 
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November 2015 Two-Day CDER 
(SBIA) Labeling Conference1 

1 Thanks to Amy Ebel for presenting and moderating the “Patient Labeling and 
Patient Counseling Information Section” session 
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Questions 
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 What labeling topics should CDER address during the 
November 2017 Labeling Conference? 

 Are there additional PLR resources/outreach that would be 
useful? 

 What can FDA do to encourage more voluntary PLR 
conversions? 

 How do you determine the appropriate steps to prevent, 
reduce, or monitor clinically significant adverse reactions or 
risks in the WARNINGS AND PRECAUTIONS section? 

 How do you determine the clinical implications or practical 
instructions for preventing or managing drug interactions in 
the DRUG INTERACTIONS section? 

Questions (1 of 2) 
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 When do you typically receive CDER comments about your 
labeling (e.g., 74-day letter, mid-cycle, end-of-cycle)? 

 What percentage of time does CDER include a rationale for 
CDER-proposed substantial revisions to your draft labeling? 

 Do you routinely review accuracy of your PLR labeling and 
non-PLR labeling (e.g., once yearly)?   

 What parts of labeling do you routinely review for updating 
(e.g., CONTRAINDICATIONS, WARNINGS AND 
PRECAUTIONS, ADVERSE REACTIONS, DRUG 
INTERACTIONS, USE IN SPECIFIC POPULATIONS, 
OVERDOSAGE sections)? 

 Do you routinely remove line numbers and headers/footers 
before submitting “almost” final labeling? 

Questions (2 of 2) 



Thank you! 
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Back-Up Slides 
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SRPI Review (1 of 2) 

 41 format items from regulations1 and guidances  
 Items in Highlights, Table of Contents (TOC), and Full 

Prescribing Information (FPI) 
 

Prior to Submission:  CDER correspondences 
recommend, application holders: 
 “Use SRPI checklist to ensure PI conforms with 

format items in regulations and guidances” 

1 21 CFR 201.56 and 21 CFR 201.57 
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SRPI Review (2 of 2) 
 

Beginning of Cycle SRPI: Performed by CDER 
division (e.g., RPM), within: 
 74 days of submission of NDA, BLA, ES1 

 60 days of receipt of PLR conversions 
 

End of Cycle SRPI:  CDER correspondences 
recommend, application holders: 
 “Use SRPI checklist to ensure PI conforms with 

format items  in regulations and guidances” 

1 CDER 21st Century Review Process – Desk Reference Guide 
RPM = Regulatory Project Manager 
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