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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  April 5, 2016 
  
To:  Thuy M. Nguyen 

Project Manager 
Division of Medical Imaging Products (DMIP) 

 
From:   Adam George, Pharm.D., RAC 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Through: Amy Toscano, Pharm.D, RAC, CPA 
  Team Leader 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 208054 AXUMIN (fluciclovine F 18) injection, for 

intravenous use 
 
   
In response to your consult dated December 4, 2015, we have reviewed the draft 
prescribing information (PI) and carton and container labeling for NDA 208054 
AXUMIN (fluciclovine F 18) injection, for intravenous use.  OPDP has reviewed the 
substantially complete version of the draft PI titled “NDA 208054 Spon DRAFT 
Labeling dated  Dec_4_2015.docx” accessed via SharePoint on April 5, 2016.  We do not 
have any comments on the proposed PI at this time.  OPDP has also reviewed the 
substantially complete version of the draft carton and container labeling accessed via 
SharePoint on April 5, 2016.  We do not have any comments on the proposed carton and 
container labeling at this time.  Copies of the reviewed PI and carton and container 
labeling are attached to this consult response for your reference. 
 
OPDP appreciates the opportunity to provide comments on these materials. If you have 
any questions or concerns, please contact Adam George at 301-796-7607 or 
adam.george@fda.hhs.gov. 
 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 3912729

16 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: December 15, 2015

Requesting Office or Division: Division of Imaging Products (DMIP)

Application Type and Number: NDA 208054

Product Name and Strength: Axumin (Fluciclovine 18F) Injection, 

335-8200 MBq (9-221 mCi)/mL

Product Type:                                                                        Single Ingredient 

Rx or OTC: Rx

Applicant/Sponsor Name: Blue Earth Diagnostics

Submission Date: September 28, 2015

OSE RCM #: 2015-2259

DMEPA Primary Reviewer: Michelle Rutledge, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD

Reference ID: 3860999
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1 REASON FOR REVIEW
This review responds to a request from DMIP to evaluate the proposed vial label and 
prescribing information for Axumin (Fluciclovine F 18) solution for injection, a 505(b)(1) 
submission.  The applicant is proposing a radioactive diagnostic agent for positron emission 
tomography (PET) imaging of men with suspected prostate cancer recurrence.  

2 MATERIALS REVIEWED 
We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B 

Human Factors Study           C – N/A

ISMP Newsletters D

FDA Adverse Event Reporting System (FAERS)*           E – N/A

Other          F – N/A

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance.

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Blue Earth Diagnostics is seeking approval of Axumin (Fluciclovine F 18) solution for injection, a 
diagnostic radiopharmaceutical agent for positron emission tomography (PET) imaging of men 
with suspected prostate cancer recurrence.  The proposed therapy will provide an alternate 
diagnostic option for this indication.

We reviewed the proposed label and labeling and identified the following areas of vulnerability 
to errors. 

 Readability of the container label

4 CONCLUSION & RECOMMENDATIONS
We reviewed the label and labeling and identified that the proposed label can be improved to 
increase the readability and prominence of important information on the label to promote the 
safe use of the product.
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4.1 RECOMMENDATIONS FOR BLUE EARTH DIAGNOSTICS 

We recommend the following be implemented prior to approval of this NDA: 

A. CONTAINER LABEL
1. Revise the presentation of the strength statement as follows to ensure consistent 

strength presentation throughout the labels and labeling of the product:

(335-8200 MBq [9-221 mCi]/mL)

Reference ID: 3860999
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Axumin that Blue Earth Diagnostics 
submitted on September 28, 2015. 

Table 2. Relevant Product Information for Axumin

Initial Approval Date N/A

Active Ingredient fluciclovine (18F)

Indication Axumin is a radioactive diagnostic agent for positron 
emission tomography (PET) imaging men with suspected 
prostate cancer recurrence.

 
based on elevated blood 

prostate specific antigen (PSA) levels following  

Route of Administration Intravenous

Dosage Form Solution for Injection

Strength 335-8200 MBq/mL (9-221 mCi/mL)

Dose and Frequency Aseptically withdraw Axumin from its container and 
administer 370 MBq (10 mCi) as a  intravenous 
injection

How Supplied 30 mL multidose vials containing approximately 26 mL

Storage Store Axumin at 20°C to 25°C (68°F to 77°F)
 

The product does not contain a preservative. Store Axumin 
within the original container  radiation 
shielding.  

Reference ID: 3860999
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On December 8, 2015, we searched the L:drive using the terms, Axumin to identify reviews 
previously performed by DMEPA.  

B.2 Results
Our search did not identify previous label and labeling reviews.
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APPENDIX D. ISMP NEWSLETTERS
D.1 Methods
On December 8, 2015, we searched the Institute for Safe Medication Practices (ISMP) 
newsletters using the criteria below, and then individually reviewed each newsletter.  We 
limited our analysis to newsletters that described medication errors or actions possibly 
associated with the label and labeling.  

ISMP Newsletters Search Strategy

ISMP Newletter(s) Acute Care, Community, Nursing, Canada Safety, PA Patient 
Safety

Search Strategy and 
Terms

 Match Exact Word or Phrase: Axumin

D.2 Results

No newsletters were identified.
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REGULATORY PROJECT MANAGER  
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements 
 
Application:  NDA 208054 
 
Application Type:  New NDA   
 
Drug Name / Dosage Form:  Axumin / multi-dose injection 
 
Applicant: Blue Earth Diagnostics 
 
Receipt Date:  September 28, 2015 
 
PDUFA Goal Date:   May 27, 2016 

 

1. Regulatory History and Applicant Main Proposals 
NDA 505(b)(1) for the proposed use of Axumin for positron emission tomography (PET) imaging of 
men with suspected prostate cancer recurrence.   
 
2. Review of the Prescribing Information 
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).    

 
3. Conclusions/Recommendations 
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies, see 
Section 4 of this review.   
 
All SRPI format deficiencies of the PI will be conveyed to the applicant in 74-day letter. The applicant  
will be asked to correct these deficiencies and resubmit the PI in MS Word format by December 4, 2015. 
The resubmitted PI will be used for further labeling review. 
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4. Selected Requirements of Prescribing Information 
 
The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances. 
 

Highlights 

See Appendix for a sample tool illustrating Highlights format.  

HIGHLIGHTS GENERAL FORMAT  

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns.  

Comment:       
2. The length of HL must be one-half page or less unless a waiver has been granted in a previous 

submission.  The HL Boxed Warning does not count against the one-half page requirement. 
Instructions to complete this item:  If the length of the HL is one-half page or less, select “YES” 
in the drop-down menu because this item meets the requirement.  However, if HL is longer than 
one-half page, select “NO” unless a waiver has been granted. 

Comment:        

3. A horizontal line must separate: 
• HL from the Table of Contents (TOC), and 
• TOC from the Full Prescribing Information (FPI).  

Comment:        

4. All headings in HL (from Recent Major Changes to Use in Specific Populations) must be bolded 
and presented in the center of a horizontal line.  (Each horizontal line should extend over the 
entire width of the column.)  The HL headings (from Recent Major Changes to Use in Specific 
Populations) should be in UPPER CASE letters.  See Appendix for HL format. 

Comment:        
5. White space should be present before each major heading in HL.  There must be no white space 

between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix for HL format.  

Comment:        
6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 

Full Prescribing Information (FPI) that contain more detailed information. The preferred format 
is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or 
topic. 

Comment:  
 
 
 
       

YES 

YES 

YES 

YES 

YES 

YES 
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Comment:        

13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 
to identify the subject of the warning.  Even if there is more than one warning, the term 
“WARNING” and not “WARNINGS” should be used.  For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 
BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered. 

Comment:        

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement must be placed immediately beneath the BW title, 
and should be centered and appear in italics. 

Comment:        

15. The BW must be limited in length to 20 lines. (This includes white space but does not include 
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)   
Comment:        

Recent Major Changes (RMC) in Highlights 

16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 
USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.     

Comment:        

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.”  

Comment:        

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period. 
(No listing should be one year older than the revision date.) 

Comment:        

Dosage Forms and Strengths in Highlights 

19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 
headings should be used. 

Comment:        

Contraindications in Highlights 

20. All contraindications listed in the FPI must also be listed in HL.  If there is more than one 
contraindication, each contraindication should be bulleted.  If no contraindications are known, 
must include the word “None.”   

Comment:        

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

N/A 

YES 
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Adverse Reactions in Highlights 

21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.”  

Comment:        

Patient Counseling Information Statement in Highlights 

22. The Patient Counseling Information statement must include one of the following three bolded 
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling: 

• See 17 for PATIENT COUNSELING INFORMATION  
 
 

If a product has (or will have) FDA-approved patient labeling: 
 

• See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling  

• See 17 for PATIENT COUNSELING INFORMATION and Medication Guide  

 Comment:        

Revision Date in Highlights 

23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 8/2015 ”).   
Comment:        
 

 
 

Contents: Table of Contents (TOC) 

See Appendix for a sample tool illustrating Table of Contents format. 
 

24. The TOC should be in a two-column format. 

Comment:        

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.”  This heading should be in all UPPER CASE letters and 
bolded. 

Comment:        

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded. 

Comment:        

27. In the TOC, all section headings must be bolded and should be in UPPER CASE.  

Comment:        

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)]. 

29. Comment:  Indent the section and subsection headings according to the PLR format. 

YES 

YES 

N/A 

YES 

YES 

N/A 

YES 

NO 
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30. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI. 

Comment:        

31. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING 
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC:  “*Sections or subsections omitted from the full prescribing 
information are not listed.” 
Comment:        

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

YES 

YES 
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 
 

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below.  (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.   

 

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use 

“Labor and Delivery”) 
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”) 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
33. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)].”   

Comment:        

YES 

 
YES 
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34. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge. 

Comment:          

FULL PRESCRIBING INFORMATION DETAILS 

FPI Heading 

35. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 
appear at the beginning of the FPI, and should be in UPPER CASE. 

Comment:        

BOXED WARNING Section in the FPI 
36. All text in the BW should be bolded. 

Comment:        

37. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 
to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.)  For example: “WARNING: 
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings. 

Comment:        

CONTRAINDICATIONS Section in the FPI 

38. If no Contraindications are known, this section must state “None.” 

Comment:        

ADVERSE REACTIONS Section in the FPI 

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials: 

 

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.” 

 

Comment:        
 

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions: 
 
“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.” 

 

Comment:        
 

 

 

N/A 

YES 

N/A 

N/A 

N/A 

YES 

N/A 
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PATIENT COUNSELING INFORMATION Section in the FPI 

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION).  The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide).  Recommended language for the reference statement should include 
one of the following five verbatim statements that is most applicable:   
• Advise the patient to read the FDA-approved patient labeling (Patient Information).  
• Advise the patient to read the FDA-approved patient labeling (Instructions for Use).  
• Advise the patient to read the FDA-approved patient labeling (Patient Information and 

Instructions for Use).  
• Advise the patient to read the FDA-approved patient labeling (Medication Guide).  
• Advise the patient to read the FDA-approved patient labeling (Medication Guide and 

Instructions for Use). 
Comment:       

42. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval. 

Comment:       
 

NO 

YES 
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Appendix:  Highlights and Table of Contents Format 
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TL: 
 

Tom Gwise, PhD Y 

Nonclinical 
(Pharmacology/Toxicology) 

Reviewer: 
 

Yanli Ouyang, PhD Y 

TL: 
 

Adebayo Laniyonu, PhD Y 

Statistics (carcinogenicity) 
 

Reviewer: 
 

N/A       

TL: 
 

            

Product Quality (CMC) Review 
Team: 
 
 

ATL: 
 

Ravi Kasliwal, PhD Y 

RBPM: 
 

            

• Drug Substance Reviewer: Ben Stevens, PhD       
• Drug Product Reviewer: Ravi Kasliwal, PhD Y 
• Process Reviewer: N/A       
• Microbiology Reviewer: Erik Adeeku Y 
• Facility Reviewer: Krishna Ghosh, PhD & 

Tony Wilson, PhD 
      

• Biopharmaceutics Reviewer: N/A       
• Immunogenicity Reviewer: N/A       
• Labeling (BLAs only) Reviewer:              
• Other (e.g., Branch Chiefs, EA 

Reviewer)  
            

OMP/OMPI/DMPP (Patient labeling:  
MG, PPI, IFU)  

Reviewer: 
 

            

TL: 
 

            

OMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container labels) 

Reviewer: 
 

TBD       

TL: 
 

            

OSE/DMEPA (proprietary name, 
carton/container labels) 

Reviewer: 
 

Michelle Rutledge, MD 
 

      

TL: 
 

Yelena Maslov, MD       

OSE/DRISK (REMS) Reviewer: 
 

TBD - varies       

TL: 
 

Naomi Reddi, MD       

OC/OSI/DSC/PMSB (REMS) Reviewer: 
 

N/A       

TL: 
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Bioresearch Monitoring (OSI) 
 

Reviewer: 
 

N/A       

TL: 
 

            

Controlled Substance Staff (CSS) Reviewer: 
 

N/A       

TL: 
 

            

Other reviewers/disciplines 
 
• Discipline 
 
*For additional lines, highlight this group of cells, 
copy, then paste: select “insert as new rows”  

Reviewer: 
    

            

TL: 
 

            

Other attendees 
 

Janet Anderson, PharmD, OSE PM Y 
            
            
*For additional lines, right click here and select “insert 
rows below”   

      

 
FILING MEETING DISCUSSION: 
   
GENERAL  
• 505(b)(2) filing issues: 
 

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA?  
 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature? 

 
Describe the scientific bridge (e.g., information to 
demonstrate sufficient similarity between the 
proposed product and the listed drug(s) such as 
BA/BE studies or to justify reliance on information 
described in published literature):  
 

 
  Not Applicable 

 
  YES    NO 

 
 
 

  YES    NO 
 
 
 
 
      

• Per reviewers, are all parts in English or English 
translation? 

 
If no, explain:       
 

  YES 
  NO 

 

• Electronic Submission comments   
 

List comments:       
  

  Not Applicable 
  No comments 

 
 

Reference ID: 3851797



Version: 7/10/2015 
 

14 

 
CLINICAL 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain:       
 
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an NME NDA or original BLA, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason: the application did not raise 
significant safety or efficacy issues 
 
 
 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CONTROLLED SUBSTANCE STAFF 
• Abuse Liability/Potential 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
New Molecular Entity (NDAs only) 
 
• Is the product an NME? 
 
 

 
 

 YES 
  NO 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
Comments:       
 

 
 

 YES 
  NO 

 
 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 

 
 
Comments:       

  Not Applicable 
 

  YES 
  NO 
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Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

CMC Labeling Review (BLAs only)  
 
 
Comments:       

 
 
 

  Review issues for 74-day letter 

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs) 
 
• Were there agreements made at the application’s 

pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application? 

 
• If so, were the late submission components all 

submitted within 30 days? 
 
 

  N/A 
 
 

  YES 
  NO 

 
 
 
 

  YES 
  NO 

• What late submission components, if any, arrived 
after 30 days? 

 

  
N/A 

• Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components? 
 

  YES 
  NO 

• Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application? 

 

  YES 
  NO 

• Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application? 

 

  YES 
  NO 
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