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INFORMATION PROVIDED VIA RELIANCE
(LISTED DRUG OR LITERATURE)

2) List the information essential to the approval of the proposed drug that is provided by reliance 
on our previous finding of safety and efficacy for a listed drug by reliance on published 
literature, or by reliance on a final OTC monograph.  (If not clearly identified by the 
applicant, this information can usually be derived from annotated labeling.)

Source of information* (e.g., 
published literature, name of listed 
drug(s), OTC final drug 
monograph)

Information relied-upon (e.g., specific 
sections of the application or labeling)

NDA 050779 Cefazolin for Injection 
USP and Dextrose Injection USP

FDA’s previous finding of safety and 
effectiveness (clinical and nonclinical)

*each source of information should be listed on separate rows, however individual 
literature articles should not be listed separately

3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies)

In accordance with 21 C.F.R. 320.24(b)(6) Celerity Pharmaceuticals, LLC requested a waiver for in-
vivo bioavailability/bioequivalence requirements for Cefazolin Injection. This request was based on 21 
CFR § 320.24(b)(6), which states that for certain drug products, the in-vivo bioavailability or 
bioequivalence of the drug product may be self-evident provided the drug product (1) is a parenteral 
solution intended solely for administration by injection, or an ophthalmic or otic solution; and (2) 
contains the same active and inactive ingredients in the same concentration as a drug product that is the 
subject of an approved full new drug application. The drug product’s self-evident in-vivo 
bioavailability or bioequivalence is based on the fact that the drug product is a sterile solution intended 
solely for administration by intravenous infusion that has the same active ingredient in the same 
strength as the reference listed drug that is the subject of an approved NDA. Further, the dosage form, 
route of administration and dosing regimen for the proposed drug are the same as the RLD. 

A biowaiver was granted on 3/13/15 for this submission..  

RELIANCE ON PUBLISHED LITERATURE

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 
to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved as labeled
without the published literature)?

                                                                                                                   YES       NO
If “NO,” proceed to question #5.

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product? 

                                                                                                                   YES       NO
If “NO”, proceed to question #5.

If “YES”, list the listed drug(s) identified by name and answer question #4(c).  
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(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
                                                                                                                   YES       NO

RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below): 

Name of Listed Drug NDA # Did applicant 
specify reliance on 
the product? (Y/N)

Cefazolin for Injection USP and Dextrose 
Injection USP

NDA 050779 Y

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon
the same listed drug(s) as the original (b)(2) application?

                                                                                           N/A             YES       NO
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?

                                                                                                                   YES       NO
If “YES”, please list which drug(s).

Name of drug(s) approved in a 505(b)(2) application: NDA 050779 Cefazolin for 
Injection USP and Dextrose Injection USP

b) Approved by the DESI process?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

                                                                                                                   YES       NO
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Name of drug(s) approved via the DESI process:

c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

Name of drug(s) described in a final OTC drug monograph:

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).

This application provides for a change in tonicity adjuster, pH adjuster, volume, 
concentration, and container closure system. Stability, instructions for use, and infusion rate 
are different from the RLD as well.

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)?

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
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disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.

                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.
If “YES” to (a), answer (b) and (c) then proceed to question #12.

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES       NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s): Cefazolin for Injection USP and Dextrose Injection USP

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES       NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO
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If this application relies only on non product-specific published literature, answer “N/A”             
If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s): Cefazolin for Injection USP and Dextrose Injection USP

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):  

                                           No patents listed proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):  

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)

21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):  

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):  Expiry date(s):

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
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infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):  
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):  
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s):

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?
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Note that you may need to call the applicant (after 45 days of receipt of the notification)
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval

Reference ID: 3802590
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Fariba Izadi, PharmD 07-17-15

Regulatory Project Manager Date

Frances V. LeSane 07-23-15

Chief, Project Management Staff Date
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  June 30, 2015 
  
To:  Fariba Izadi, Pharm.D. 

Regulatory Project Manager 
  Division of Anti-Infective Products (DAIP) 
 
From:   Adam George, Pharm.D. 
  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 207131 Cefazolin injection, for intravenous use 
 
   
This consult review is in response to DAIP’s April 15, 2015, request for OPDP’s review 
of the draft package insert (PI) and carton/container labeling for Cefazolin injection, for 
intravenous use.  OPDP’s comments on the PI are based on the substantially complete 
version titled “207131 pi-draft-labeling-text-original-draft-v3” which was accessed via 
SharePoint on June 29, 2015.  Our comments on the PI are included directly on the 
attached copy of the labeling, and were uploaded to the DAIP SharePoint site on June 29, 
2015.  We reviewed the version of the carton and container labeling sent via email from 
Dr. Izadi on June 30, 2015.  OPDP does not have any comments on this version of the 
carton and container labeling. 
 
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: 3786068

11 Page(s) of Draft Labeling have been Withheld in Full as b4 
(CCI/TS) immediately following this page
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MEMORANDUM 

REVIEW OF REVISED LABEL AND LABELING

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)

Date of This Memorandum: June 11, 2015

Requesting Office or Division: Division of Anti- Infective Products (DAIP)

Application Type and Number: NDA 207131

Product Name and Strength: Cefazolin  Injection, USP 

2 g/100 mL in Galaxy Container

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Celerity Pharmaceuticals, LLC (Celerity)

Submission Date: 10/16/2014

OSE RCM #: 2014-2250

DMEPA Primary Reviewer: Sevan Kolejian, PharmD

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD

Reference ID: 3778238



2

1 PURPOSE OF MEMO

The Division of Anti –Infective Products (DAIP) requested that we review the revised container 

label and carton labeling (Appendix A) to determine if they are acceptable from a medication 

error perspective.  The revisions are in response to recommendations that we made during a 

previous label and labeling review.1  

2 CONCLUSIONS

In a letters dated May 29, 2015 and June 11, 2015, Celerity Pharmaceuticals, LLC provided a 

rationale for the FDA recommendations that we made during a previous label and labeling 

review. We find their rationale and revisions made by Celerity acceptable from a medication 

error perspective. The revised container labels and carton labeling are acceptable from a 

medication error perspective.  

                                                     
1 Kolejian S. Label and Labeling Review for Cefazolin injection, USP 2g/100ml in Galaxy 
container (NDA 207131). Silver Spring (MD): Food and Drug Administration, Center for Drug 
Evaluation and Research, Office of Surveillance and Epidemiology, Division of Medication Error 
Prevention and Analysis (US); 2015 May 5.  4 p. OSE RCM No.: 2014-2250.
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APPENDIX A. LABEL AND LABELING SUBMITTED ON MAY 29, 2015

Container Label 
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(b) (4)
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APPENDIX B. SPONSORS LABELING COMMENTS JUNE 11, 2015
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At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances.

Appendix

The Selected Requirement of Prescribing Information (SRPI) is a 42-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 A for a sample tool illustrating the format for the Highlights. 

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: Highlights are in two-column format, but the margin is not 1/2 inch on all sides and 
between columns.

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).  A horizontal line must 
separate the TOC from the FPI.
Comment:  

4. All headings in HL must be bolded and presented in the center of a horizontal line (each 
horizontal line should extend over the entire width of the column as shown in Appendix A).  The 
headings should be in UPPER CASE letters.  

Comment:  The headings are not centered 

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 A for a sample tool illustrating white 
space in HL.

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:  

7. Section headings must be presented in the following order in HL: 

NO

YES

YES

NO

YES

YES

YES
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13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

Comment:  

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement should be centered immediately beneath the heading 
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 heading and the statement “See full prescribing information for complete boxed 
warning.”).  

Comment:  

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.  RMC must be listed in 
the same order in HL as the modified text appears in 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) --- 9/2013”. 

Comment:

18. The RMC must list changes for at least one year after the supplement is approved and must be 
removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date).

Comment:  

Indications and Usage in Highlights

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established
pharmacologic class) indicated for (indication)”.

Comment:  

Dosage Forms and Strengths in Highlights

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading.

N/A

N/A

N/A

N/A

N/A

N/A

YES

YES
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Comment:  

Contraindications in Highlights

21. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication.

Comment:  

Adverse Reactions in Highlights

22. 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) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. 

Comment:  

Patient Counseling Information Statement in Highlights

23.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 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

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).  

Comment:  

YES

YES

YES

YES
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Contents: Table of Contents (TOC)

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

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

Comment:  

26. 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:  

27. The same heading 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:  

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

Comment:  

29. 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 (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:  

30. The section and subsection headings in the TOC must match the section and subsection headings
in the FPI.

Comment:  

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

YES

YES

YES

YES

YES

YES

YES

Reference ID: 3769802



Selected Requirements of Prescribing Information

SRPI version 4:  May 2014 Page 7 of 10

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 Labor and Delivery
8.3 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)]” or “[see 
Warnings and Precautions (5.2)]”. 

Comment:

34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 

YES

YES

N/A
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subsections must be marked with a vertical line on the left edge.

Comment:  

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

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

Comment:  

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  

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 of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“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 of ADVERSE REACTIONS), 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:  

PATIENT COUNSELING INFORMATION Section in the FPI

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 

YES

N/A

N/A

N/A

YES

N/A

N/A
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include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 
Use) 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:

N/A

Reference ID: 3769802
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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: May 5, 2015 

Requesting Office or Division: Division of Anti- Infective Products (DAIP)

Application Type and Number: NDA 207131

Product Name and Strength: Cefazolin Injection, USP 

2 g/100 mL in Galaxy Container

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Celerity Pharmaceuticals, LLC (Celerity)

Submission Date: 10/16/2014

OSE RCM #: 2014-2250

DMEPA Primary Reviewer: Sevan Kolejian, PharmD

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD

Associate Director: Irene Chan, PharmD, BCPS
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container system is currently used to package Baxter’s frozen premixed drug product line that 

includes Cefazolin (1 g/50 mL) as well as other antibiotics (ceftriaxone, cefotaxime, aztreonam, 

ceftazidime, oxacillin, nafcillin, vancomycin, and cefepime injection). We determined that use of 

the Galaxy bag container system for this proposed strength of cefazolin does not pose a safety 

concern from a medication error perspective.

Container Labels and Carton Labeling 

We performed a risk assessment of the proposed label and labeling to identify deficiencies that 

may lead to medication errors and for areas of improvement. The container label and carton 

labeling for the proposed product uses Baxter’s corporate trade dress making it similar in 

appearance to the labels and labeling of Baxter’s currently marketed cefazolin Injection, USP 

1 g/50 mL and other Baxter’s products in the Galaxy bag container currently on the market (see 

Appendix G). We are concerned that the similar appearance of the labels and labeling poses the 

risk for product selection and wrong drug errors. Therefore, we provide recommendations in 

Section 4.2 below.

Prescribing Information (PI)

We performed a risk assessment of the proposed PI to identify deficiencies that may lead to 

medication errors and areas for improvement. Our review of the Dosage and Administration

section of the full PI identified areas of improvement including removal of hazardous 

abbreviations, revisions for readability and clarity of important route of administration, storage, 

and how supplied information. In section 4.1, we provide recommendations to mitigate 

confusion and promote the safe use of this product.

ISMP Newsletters

We conducted a search of ISMP newsletters and identified 14 cefazolin reports. The details of 

these reports are provided in Appendix E. However, our search did not identify any medication 

errors that could inform our review of the currently proposed labels and labeling of cefazolin 

injection submitted by Celerity Pharmaceuticals. 

FAERS 

Our review of the data gathered from the FAERS database identified medication errors where, 

Baxter’s Galaxy product line was implicated in several errors with trade dress being cited as a 

contributing factor.  Based on this information we evaluated the labels and labeling for this 

product and have determined that additional changes should be implemented to minimize the 

risk for confusion with other Baxter Galaxy products and ensure identifying product information 

is prominent on the labels and labeling.  

Reference ID: 3747952
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4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the introduction of cefazolin Injection, USP in Baxter’s Galaxy containers 

has potential for mix up with Baxter’s other currently marketed frozen premixed drug products. 

To promote safe use of this product, we recommend that the sponsor revise the proposed

labels and labeling of cefazolin Injection and implement the recommendations in Section 4.1 

and section 4.2.

If you have further questions or need clarifications, please contact Karen Townsend, OSE 
Project Manager, at 301-796-5413.

4.1 RECOMMENDATIONS FOR THE DIVISION

DMEPA concludes that the proposed labels and labeling are vulnerable to confusion which 

poses a risk for medication errors.  We have recommendations for the Dosage and 

Administration section and How Supplied section of the Full Prescribing Information (See 

Appendix F) and have provided a detailed summary below for review and consideration by 

DAIP. We advise the following recommendations be implemented prior to approval:

A. Full Prescribing Information (see Appendix F)

1. Remove all dangerous abbreviations, including “IV” from the prescribing 

information. 

2. In Dosage and Administration Section 2.2: 

a. Revise sentences from using text with all upper-case letters to appear 

in sentence or title case for improved readability.

b. Revise the to start with 

a positive statement such as “Bring to room temperature. Do not 

force thaw”. Additionally, we recommend using sentence case for 

improved readability.

4.2 RECOMMENDATIONS FOR THE CELERITY PHARMACEUTICALS

We recommend the following be implemented prior to approval of Cefazolin (2 g/100 mL) in 4% 

Dextrose in Galaxy Plastic Container, NDA 207131.

A. Container Label

1. We recommend revising the font color to another color other than  to 

distinguish Cefazolin (2 g/100 mL) in 4% Dextrose in Galaxy Plastic Container

 

.

Reference ID: 3747952
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2. To increase the prominence of the product name and strength on the 

principal display panel, consider decreasing the size of the “Celerity 

Pharmaceuticals, LLC” logo that competes with more important information 

on the label.

3. To prevent misinterpretation of the Celerity logo as the product name, we 

recommend relocating “Celerity Pharmaceuticals, LLC” logo from line 1 to 

appear under the bottom of the principal display panel (similar to the 

referenced RLD container). 

4. Revise the NDC numbers so that the carton labeling and bag label NDC 

numbers are different for these two package configurations.

5. Relocate the fill volume statement “100 ml” to appear next to the 2g so that 

the total quantity per total volume are represented in the strength 

statement for clarity and prominence of this important information similar to 

the referenced RLD container as follows: 

   2 g per 100 ml 

6. Revise the statement ” to read “For Intravenous Infusion

Only”  

.

7. The proposed labels do not indicate where the lot number and expiration 

date will appear.  Per 21CFR 201.17 and 21CFR 201.18, please indicate where 

the required lot number and expiration date will appear on the labels (or if 

the lot and expiration will be embossed on the bag).

8. We recommend, revising the 

to start with a positive statement such as “Bring to room temperature. Do

not force thaw”. Additionally, we recommend using sentence case for 

improved readability. 

B. Carton labeling

1. See A.1 through A.8 above

2. Relocate “Rx only” statement from the side panel to the principle display 

above the quantity statement. 

3. Revise the quantity statement from “ ” to read 

“Contains 6 units of Single- Use bags.  

 

 12 units 

per case).

Reference ID: 3747952
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How Supplied Premixed frozen iso-osmotic 

solution in 100 mL single 

dose GALAXY plastic 

containers (12/case)

DUPLEX® Drug Delivery System that has 

a flexible dual chamber container 

supplied in two concentrations. After 

reconstitution, the concentrations are 

equivalent to 1 g  Cefazolin. The 

diluent chamber contains approximately 

50 mL of Dextrose Injection USP. 

Storage Store at or below -20°C/-4°F Store the unactivated unmixed unit at 

25°C ( 77°F). Excursions permitted 

to 15-30°C (59-86°F).

Container Closure USP in GALAXY Container (PL 

2040 Plastic)

Sterile and nonpyrogenic in the DUPLEX® 

Drug Delivery System Containers 

packaged 24 units per case.

Reference ID: 3747952
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to determine if the root cause could be associated with the labels or labeling of the product, 

and thus pertinent to this review. 

 Wrong Route of Administration (n=1)  

This case describes cefazolin inadvertently administered via patient’s epidural line. 

cefazolin is approved for intravenous administration only. Therefore, DMEPA 

recommends that label and labeling clearly display a route statement that conveys that 

the product is to be administration via intravenous route.

 Hazardous conditions (n=3)

These hazardous condition cases describe the potential for wrong drug due to similarity 

in packaging or labeling. These cases report that Baxter’s Galaxy bag corporate trade

dress has contributed to near misses due to the similar appearance of vancomycin, 

albumin, oxacillin, clindamycin, ceftriaxone, cefotaxime labels and confusion with 

Cefazolin bags during preparation, dispensing or administration process. We reviewed 

Baxter’s galaxy container product line and noted similar container labeling presentations 

(see label comparison in APPENDIX G). Therefore, we will conduct a post marketing 

signal review to determine if any further action is necessary to mitigate these errors. 

 Wrong Drug (n=2)

One case from 2003 describes the patient receiving Baxter’s Ancef 1 g instead of 

Mefoxin. Root cause and outcomes were not provided; Baxter’s cafazolin and mefoxin 

are in similar Galaxy containers with similar labels. The second case describes 15 

patients incorrectly receiving vancomycin instead of cefazolin in Baxter’s Galaxy bags. 

The outcome was reported in one patient as renal failure. Since the proposed Cefazolin 

product will be packaged in Baxter Galaxy container and have Baxter corporate trade 

dress, we recommend Celerity revise the container label in such a manner that there is 

no potential for mix up with other Baxter’s products. In section 4.2, we provide 

recommendations regarding revisions to the trade dress of the proposed product and 

strategies to minimize mix up between currently marketed Baxter’s frozen premixed 

drug products. 

Reference ID: 3747952
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods

We searched the L:Drive on February 10, 2015 using the terms, Cefazolin to identify reviews 
previously performed by DMEPA.  

C.2 Results

Our search identified one previous review2 RCM # 2011-423 submitted by Samson Medical 
Technologies for Cefazolin for Injection, USP 100 grams, 300 grams pharmacy bulk package 
products. However, the recommendation in previous review was not relevant to current review 
of Cefazolin injection label and labeling review submitted by Celerity Pharmaceuticals.

                                                     
2 Baugh, Denise, Label and Labeling Review for Cefazolin for Injection, USP 100 grams, 300 
grams (ANDA 065141). Silver Spring (MD): Food and Drug Administration, Center for Drug 
Evaluation and Research, Office of Surveillance and Epidemiology, Division of Medication Error 
Prevention and Analysis (US); 2011 MAY 18.  32 p. OSE RCM No.: 2011-423.

Reference ID: 3747952
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ISMP Medication Safety Alert!Vol. 8, No. 

19 September 18, 2003

A hospital reported that they accidentally purchased 

prefilled sodium chloride syringes with the short plunger 

rod instead of the conventional syringe. Nurses began 

using them to dilute vials of Cefazolin to 10 mL, draw the 

medication back into the syringes, and infuse the 

medication using a B. Braun Perfusor syringe pump. Then 

they began to notice that about 1 to 2 mL of antibiotic 

remained in the syringe after removal from the pump 

because the pump clamp blocked the plunger rod from 

completing the infusion.

ISMP Medication Safety Alert! Vol. 8, No. 

20 October 2, 2003

Saline syringes (10 mL) with short-length plunger rods 

were used to dilute and administer Cefazolin via a syringe 

pump.

ISMP Medication Safety Alert!Vol.12, No. 8 

April 19, 2007

Cefazolin infusion with smart pump. Investigation revealed 

that, while the IV label stated to give the drug over 30 

minutes, the drug library had been programmed to infuse 

the drug over 1 hour or more. 

ISMP MSA; Vol. 13, No. 10 May 22, 2008 Tall man lettering Cefazolin 

ISMP MSA; Vol. 13, No. 15 July 31, 2008

ISMP MSA; Vol. 14, No. 14 July 16, 2009 ON-Q pump is designed to deliver local anesthetics to 

surgical sites for non-narcotic pain relief. The company’s 

product information provides information regarding 

stability when various local anesthetics are mixed with 

dexamethasone, ketorolac, morphine sulfate and 

ketorolac, cefTRIAXone, or Cefazolin —implying that 

mixing the local

anesthetics with other drugs is safe and perhaps even 

effective.

ISMP MSA; Vol. 15, No. 23 November 18, 

2010

ISMP list of drug names with recommended tall man 

letters

ISMP MSA; Volume 17, No. 15 July 26, 

2012

Prefilled Cefazolin syringe looks a like syringe of potassium 

chloride (KCl) injection concentrate 20 mEq. The syringe 

was the same size as the Cefazolin syringe, and both had 

red caps. Because of a shortage of KCl injection 

concentrate in vials and pharmacy bulk packages, a 

pharmacy technician purchased syringes of the product 

from an outsourcing company, Ameridose.

ISMP MSA; Volume 17, No. 20 October 4, 
2012

Reference ID: 3747952 6 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SEVAN H KOLEJIAN
05/05/2015

BRENDA V BORDERS-HEMPHILL
05/05/2015

IRENE Z CHAN
05/06/2015

Reference ID: 3747952

























Version: 10/20/2014 12

OTC Labeling Review (for OTC 
products)

Reviewer: NA

TL:

Clinical Microbiology (for antimicrobial 

products)
Reviewer: Kerian Grande Rosche N

TL: Kerry Snow N

Clinical Pharmacology Reviewer: Kunyi Wu Y

TL: Kimberly Bergman Y

Biostatistics Reviewer: Christopher Kadoorie Y

TL: Thamban Valappil Y
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Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Amy Ellis Y

TL: Wendelyn Schmidt Y

Statistics (carcinogenicity) Reviewer: NA

TL: NA

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer: NA

TL: NA

Product Quality (CMC) Reviewer: Chunchun Zhang Y

TL: Dorota Matecka Y

Biopharmaceutics Reviewer Kelly Kitchens N

TL: Tapash Ghosh N

Quality Microbiology Reviewer: Vinayak Pawar N

TL: Ryan Riley N

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

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

Reviewer:

TL:

OSE/DRISK (REMS) Reviewer:

TL:

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

TL:
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 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: 

 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

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

Reference ID: 3717405



Version: 10/20/2014 16

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

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?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

 Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3717405
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

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? t

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

  YES
  NO

Reference ID: 3717405
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 notify sponsor in writing by day 60 (see CST for choices)
 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed: September  2014

Reference ID: 3717405
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