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

Memorandum

Date: January 22, 2016

To: Meghna Jairath, Regulatory Project Manager
Division of Metabolism & Endocrine Products (DMEP)

From: Charuni Shah, PharmD, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 207174
OPDP labeling comments for PARICALCITOL INJECTION, for 
intravenous use

On January 20, 2016, OPDP received a consult request from DMEP to review
the proposed draft Prescribing Information (PI) for PARICALCITOL INJECTION, 
for intravenous use. OPDP’s comments on the proposed draft PI are based on 
the version sent by Meghna Jairath via email on January 20, 2016 and are 
marked on the version provided directly below.

Thank you for the opportunity to comment on this material.

If you have any questions, please contact Charuni Shah at 240-402-4997 or 
Charuni.Shah@fda.hhs.gov.

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

Reference ID: 3877038

15 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: November 23, 2015

Requesting Office or Division: Division of Metabolism and Endocrinology (DMEP)

Application Type and Number: NDA 207174

Product Name and Strength: Paricalcitol injection, 
2 mcg/ml, 5 mcg/ml, 10 mcg/2 ml (5 mcg/ml)

Submission Date: August 5, 2015 

Applicant/Sponsor Name: Accord Healthcare Inc. 

OSE RCM #: 2015-1873

DMEPA Primary Reviewer: Mishale Mistry, PharmD, MPH

DMEPA Team Leader: Yelena Maslov, PharmD

1 PURPOSE OF MEMO
The Division of Metabolism and Endocrinology Products (DMEP) requested that we review the 
container labels, carton labeling, and Prescribing Information labeling for Paracalcitol (Appendix 
A) to determine if it is acceptable from a medication error perspective.  The labels and labeling 
were submitted on January 29, 2015 in a previous review cycle. 

2  CONCLUSION
The container labels and carton labeling for Paricalcitol is acceptable from a medication error 
perspective.  However, we have recommendations for Section 16 How Supplied/Storage and 
Handling of the Full Prescribing Information labeling to improve the clarity of storage for the 
single-dose and multi-dose vials. 

Reference ID: 3850708
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3 RECOMMENDATIONS FOR THE DIVISION
DMEPA provides the following comments for consideration by the review Division prior to the 
approval of this NDA:  

A. In the subsection titled ‘Storage’ of Section 16 How Supplied/Storage and Handling of 
the Prescribing Information labeling, the instructions state “Discard unused portion of 
the single-dose vial. The opened (in use) should be stored at room temperature 20° to 
25° C (68° to 77° F) and protected from light. Discard seven days after being open.” To 
improve clarity between the different storage requirements for single-dose vials and 
multi-dose vials of Paricalcitol, we recommend revising the statement to as follows:
“Discard unused portion of the single-dose vial. The opened (in use) multi-dose vial 
should be stored at room temperature 20° to 25° C (68° to 77° F) and protected from 
light. Discard seven days after being open.”

Reference ID: 3850708
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****Pre-decisional Agency Information****

Memorandum
Date: January 28, 2015

To: Meghna Jairath, Regulatory Project Manager 
Division of Metabolism and Endocrinology Products (DMEP)

From: Kendra Y. Jones, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 207174 
PARICALCITOL INJECTION, for intravenous use 

OPDP has reviewed the proposed draft prescribing information (PI) for
PARICALCITOL INJECTION, for intravenous use (paricalcitol) submitted for 
consult on May 14, 2014.

OPDP has no comments on the proposed draft PI located in Sharepoint on 
January 27, 2015, entitled, “NDA 207174 final PI1_23_15.doc” and provided 
directly below.  

Thank you for the opportunity to comment on this label.

If you have any questions, please contact Kendra Jones at 301-796-3917 or 
Kendra.jones@fda.hhs.gov.

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

Reference ID: 3693358

15 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Page 3 – Review of GLP EIR:  

Date Assigned: May 23, 2014

Inspection Type: Routine Surveillance X Directed
FDA-483 Issued: X Not applicable (because the NGCMA solely conducted the inspection)
Letter Issued: X Not applicable (because the NGCMA solely conducted the inspection)

1st Draft Review Completed: 1/8/2015

cc: via DARRTS

OSI/Kassim
OSI DBGLPC/Taylor/Bonapace/ChenZ/Raha/Dejernett/Nkah/Fenty-Stewart/Johnson
DMEP/Parvaneh Espandiari/Toxicologist (NDA 207174)
DMEP/Julie C. Van Der Waag/Regulatory Project Manager (NDA 207174)
Draft: AR 01/08/2015
Edits: ZC 1/8/2015; CB 1/8/2015
OSI File: 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good Laboratory Practice
Compliance/INSPECTIONS/GLP Program/  

/FY2014/ REVIEW (EIR COVER)

Reference ID: 3684884

(b) (4)

(b) (4)

(b) (4)



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

ABHIJIT RAHA
01/09/2015

ZHOU CHEN
01/09/2015

CHARLES R BONAPACE
01/09/2015

WILLIAM H TAYLOR
01/09/2015

Reference ID: 3684884



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: December 2, 2014

Requesting Office or Division: Division of Metabolism and Endocrinology Products (DMEP)

Application Type and Number: NDA 207174

Product Name and Strength: Paricalcitol injection, 
2 mcg/ml, 5 mcg/ml, 10 mcg/2 ml (5 mcg/ml)

Submission Date: December 2, 2014

Applicant/Sponsor Name: Accord Healthcare, Inc.

OSE RCM #: 2014-728-1

DMEPA Primary Reviewer: Mishale Mistry, PharmD, MPH

DMEPA Team Leader: Yelena Maslov, PharmD

1 PURPOSE OF MEMO
The Division of Metabolism and Endocrinology Products (DMEP) requested that we review the
revised container labels and carton labeling (Appendix A) to determine if it is 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
The revised container labels and carton labeling is acceptable from a medication error 
perspective.  

                                                     
1 Mistry M. Label and Labeling Review for PRODUCT NAME (NDA 207174). 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); 2014 NOV 14.  15 p. OSE RCM No.: 2014-728.

Reference ID: 3666663
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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: November 14, 2014

Requesting Office or Division: Division of Metabolism and Endocrinology Products (DMEP)

Application Type and Number: NDA 207174

Product Name and Strength: Paricalcitol injection, 
2 mcg/ml, 5 mcg/ml, 10 mcg/2 ml (5 mcg/ml)

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Accord Healthcare, Inc.

Submission Date: April 1, 2014 (Container label and carton labeling)
June 20, 2014 (Prescribing Information labeling)

OSE RCM #: 2014-728

DMEPA Primary Reviewer: Mishale Mistry, PharmD, MPH

DMEPA Team Leader: Yelena Maslov, PharmD

Reference ID: 3658466
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the net quantity statement and relocating the Rx only statements on the vial label and carton 
labeling as to not compete in prominence with other important information. We also recommend 
increasing the prominence of the ” statements to ensure safe handling and appropriate 
use of Paricalcitol. Finally, we recommend including additional storage information on the labels 
and labeling of multiple-dose vials in order to prevent errors associated with using expired drug 
products.

4 CONCLUSION & RECOMMENDATIONS
DMEPA concludes that the proposed labels and labeling can be improved to increase the readability 
and prominence of important information and to highlight the route of administration, to promote 
the safe use of the product and mitigate any confusion. 

4.1 RECOMMENDATIONS FOR THE DIVISION

DMEPA provides the following comments for consideration by the review Division prior to the 
approval of this NDA:

A. Highlights of Prescribing Information

1. Given the drug product’s high alcohol content (35% v/v), explicitly state the route of 
administration in Section 2 Dosage and Administration, in order to highlight the 
unique route of administration and the importance of not injecting the drug product 
directly into a vein. Suggested language may include:

“CKD Stage 5: The recommended initial dose of paricalcitol injection is 0.04 
mcg/kg to 0.1 mcg/kg (2.8 to 7 mcg) administered through a hemodialysis 
vascular access port as a bolus dose no more frequently… ”

2. Include the 10 mcg/2 mL presentation in Dosage Forms and Strengths section. 
Suggested language may include:

“Injection: 2 mcg per mL, 5 mcg per mL, and 10 mcg per 2 mL (5 mcg per mL) 
(3).”

B. Full Prescribing Information

1. Given the drug product’s high alcohol content (35% v/v), explicitly state the route of 
administration in Section 2 Dosage and Administration, in order to highlight the 
unique route of administration and the importance of not injecting the drug product 
directly into a vein. Suggested language may include:

“The recommended initial dose of paricalcitol injection is 0.04 mcg/kg to 0.1 
mcg/kg (2.8 to 7 mcg) administered through a hemodialysis vascular access 
port as a bolus dose no more frequently… ”

Additionally, to draw health care professionals’ attention to this unique route of 
administration, include the following statement in bolded text at the beginning of 
Section 2 Dosage and Administration:

“For intravenous use through hemodialysis vascular access port only”
2. Include the 10 mcg/2 mL presentation in Section 3 Dosage Forms and Strengths 

section. Suggested language may include:

Reference ID: 3658466

(b) (4)
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“Paricalcitol injection is available as 2 mcg per mL, 5 mcg per mL, and 10 mcg 
per 2 mL (5 mcg per mL) vials as clear, colourless solution.”

3. Include the 10 mcg/2 mL presentation in Section 16 How Supplied/Storage and 
Handling section. Suggested language may include:

” Paricalcitol injection is available as 2 mcg per mL (NDC 16729-310-63), 5 
mcg per mL (NDC 16729-311-63), and 10 mcg per 2 mL (5 mcg per mL)(NDC 
16729-311-30) in carton of 1 vial.”

4. Revise the Table in Section 16 How Supplied/Storage and Handling section to clearly 
display the strength per total volume and reflect current terminology. For example: 
NDC No. Total Content/ Concentration Volume/Container Vial Type
16729-310-63 2 mcg/mL 1 mL Single-dose
16729-311-63 5 mcg/mL 1 mL Single-dose
16729-311-30 10 mcg/2 mL (5 mcg/mL) 1 mL Multi-dose

5. Revise the storage information in Section 16 How Supplied/Storage and Handling 
section to include the following information, currently located in Section 2 Dosage 
and Administration: 

“After initial vial use, the contents of the multi-dose vial remain stable up to 
seven days when stored at controlled room temperature. Discard unused 
portion of the single-dose vial.”

4.2 RECOMMENDATIONS FOR ACCORD HEALTHCARE, INC.

Based on this review, DMEPA recommends the following be implemented prior to the approval of 
this NDA:

A. Vial label
1. Per FDA’s Guidance for Industry 1, relocate the “Rx Only” statement to the bottom 

of the vial label so that the statement does not compete with other important 
information on the label.

2. Per FDA’s Guidance for Industry 2, decrease the prominence of the net quantity 
statement to mitigate the risk of dosing errors where the net quantity is mistaken 
for the product strength. 

                                                     
1 See Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors.  2013 Apr [cited 2014 Nov 7].  Available from: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf.  
“Other information on the PDP such as the Rx-only statement, net quantity statement, manufacturer name, and 
logo should not compete in size and prominence with the important information listed above [proprietary name, 
established name or proper name, product strength, route(s) of administration, warnings (if any) or cautionary 
statements (if any).”
2 See Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors.  2013 Apr [cited 2014 Nov 7].  Available from: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf. 

Reference ID: 3658466
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3. Given the drug product’s high alcohol content (35% v/v), revise the statement 
“ ” in order to highlight the unique route of administration and 
the importance of not injecting the drug product directly into a vein. Suggested 
language may include:

“For intravenous use through hemodialysis vascular access port only”
4. 2 mcg/mL, 5 mcg/mL vial label: 

i. To ensure safe handling and appropriate use of the drug product, increase 
the prominence (size) of the following statement: 

“Single-Dose Vial. Discard unused portion”
B. Carton labeling

1. Per FDA’s Guidance for Industry 1, relocate the “Rx Only” statement to the bottom 
of the Principal Display Panel (PDP) so that the statement does not compete with 
other important information on the label.

2. Given the drug product’s high alcohol content (35% v/v), revise the statement 
“ ” on the PDP and back panel in order to highlight the unique 
route of administration and the importance of not injecting the drug product 
directly into a vein. Suggested language may include:

“For intravenous use through hemodialysis vascular access port only”.
Additionally, increase the prominence (size) of this statement on the PDP.

3. Consider removing route of administration statement from back panel as this 
information is repetitive. 

4. 2 mcg/mL, 5 mcg/mL carton labeling: 
i. To ensure safe handling and appropriate use of the drug product, revise the 

statement “Single-Dose Vial” to the following and increase its prominence 
(size): 

“Single-Dose Vial. Discard unused portion.
ii. Consider revising the net quantity statement “ ” to “1 mL vial” to 

decrease clutter and extraneous text.
5. 10 mcg/2 mcg carton labeling:

i. The expiration date differs from that of typical multiple-dose vials where the 
product should be discarded within days after initial use. To prevent 
errors associated with using expired drug products, revise the storage 
information statement on the back panel to include the following 
information: 

“After initial use, discard within 7 days when stored at controlled 
room temperature.”

ii. Consider revising the net quantity statement “ ” to “2 mL vial” to 
decrease clutter and extraneous text.

                                                                                                                                                                          
“The net quantity statement should appear on the PDP but should be separate from and less prominent than the 
statement of strength (e.g., not highlighted, boxed, or bolded).”

Reference ID: 3658466
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods
We searched the L:Drive on November 7, 2014 using the term, Paricalcitol to identify reviews 
previously performed by DMEPA.  

C.2 Results
Our search identified three previous Paricalcitol reviews.5

                                                     
5 Mistry M. Label and Labeling Review for Paricalcitol (NDA 201657). 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); 2014 Sept 11. 16 p. OSE RCM No.: 2014-913.

Gao T. Label and Labeling Review for Paricalcitol (NDA 205917). 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); 2014 May 28. 13 p. OSE RCM No.: 2013-2112.

Baugh D. Label and Labeling Review for Paricalcitol (NDA 201657). 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 Dec 06.  20 p. OSE RCM No.: 2011-1771.

Reference ID: 3658466
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

   FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 22, 2014

TO: William H. Taylor, Ph.D., Director
Division of Bioequivalence and Good Laboratory
Practice (GLP) Compliance (DBGLPC)
Office of Scientific Investigations (OSI)
Office of Compliance (OC)
Center for Drug Evaluation and Research (CDER)

THROUGH: Charles R. Bonapace, Pharm.D.
Acting Branch Chief
Good Laboratory Practice (GLP) Branch
Division of Bioequivalence and GLP Compliance (DBGLPC)
Office of Scientific Investigations (OSI)
Office of Compliance (OC), CDER

FROM: Abhijit Raha, Ph.D., Pharmacologist
Good Laboratory Practice (GLP) Branch
Division of Bioequivalence and GLP Compliance (DBGLPC)
Office of Scientific Investigations (OSI)
Office of Compliance (OC), CDER

SUBJECT: FY2014, PDUFA GLP Directed Inspections of  

Bioresearch Monitoring, Human Drugs, 
CP 7348.808

At the request of the Division of Metabolism and Endocrinology 
Products (DMEP), the Office of Scientific Investigations (OSI)
requests that arrangements be made for a directed GLP inspection
of the following two firms in :

FIRM #1:
ADDRESS:

FIRM’S CONTACT:

PHONE:
MOBILE:

FAX:
EMAIL ADDRESS:

Reference ID: 3512009

(b) (4)

(b) (4)

(b) (4)



Page 2 of 4, GLP Directed Inspection Assignment FY2014,  

FIRM #2:

ADDRESS:

FIRM’S CONTACT:

PHONE:
MOBILE:

FAX:
EMAIL ADDRESS:

This inspection will be performed by inspectors from the 
National GLP Compliance Monitoring Authority (NGCMA) under their 
OECD (Organization for Economic Co-operation and Development) 
monitoring authority. Because of the NDA application deadline,
we request that the inspection be completed prior to  

.

The following nonclinical study, conducted in accordance to Good 
Laboratory Practice Principles as published by the OECD in 1998,
should be audited in this inspection.

Study Number: 411-1-02-7977
Study Title: “Repeated Dose 28-Day Toxicity Study of 

Paricalcitol Injection with 
Toxicokinetics Through Intravenous 
Bolus Injection in Wistar Rats”

Test Article: Paricalcitol
Study Initiation Date: December 12, 2013
Study Completion Date: March 22, 2014
Sponsor: Accord Healthcare, Inc. (Durham, NC)
Relevant FDA Submission: NDA 207-174

Preannouncement of the study that will be inspected should NOT
be made to the firm.

OSI CONTACTS: Arindam Dasgupta, Ph.D. (DFFI Contact)
301-796-3326
arindam.dasgupta@fda.hhs.gov

Abhijit Raha, Ph.D. (Secondary Contact)
301-796-3708
abhijit.raha@fda.hhs.gov

Reference ID: 3512009
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Please contact OSI at least 30 days prior to the planned 
inspection start date to discuss assignment details and obtain
pertinent background materials.

All pertinent items related to Study Number 411-1-02-7977 should
be examined and the data should be audited at  

The protocol and 
actual in-life study conduct and bioanalytical raw data,
respectively, should be compared to the data presented in the 
final study report.  Furthermore, Quality Assurance Unit (QAU) 
monitoring, maintenance and calibration of pertinent equipment 
relevant to the study, and the 
archiving practices should be examined.  The Standard Operating 
Procedures (SOPs) for the various procedures need to be 
scrutinized.  In addition to the standard audit involving various 
source documents, the correspondence files should be examined for 
sponsor-requested changes, if any, to the study data or report.
Applicable exhibits (e.g. SOPs, raw data sheets) should be 
collected for all findings to assess the impact of the findings.

The source records and final study report for Study 411-1-02-
7977 at the inspection site should be compared with the final
study report submitted to FDA for inconsistencies. The impact 
on study outcome of each inconsistency found during the 
comparison should be provided.

The following issues need to be addressed during the inspection:

What percentage of  
GLP workload is related to human 

drugs?
Does  outsource any study phases, 
e.g., analysis of dosing formulations and histopathologic
evaluations?
Document how QAU oversight is assured for the outsourced 
phases and for the study portions conducted at  

.
Does the final report identify the facilities that
conducted the outsourced phases? Please collect a list of 
all firms used by  for outsourced 
phases.
Did the study director sign and date protocol amendments on 
or before the day when procedures were actually changed?
Does submit signed and dated 
contributing scientist reports to the study director?

Reference ID: 3512009
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Page 4 of 4, GLP Directed Inspection Assignment FY2014,  

Were the results of test article characterization and 
dosing formulation analyses reported to the study director
and included in the final study report?
Were signed and dated contributing scientists’ reports,
attached to the final report?
If applicable, have deficiencies identified by the NGCMA
from the previous inspection been corrected? Have the 
corrective actions prevented recurrence of the
deficiencies?

cc:

CDER OSI PM TRACK
DMEP/Parvaneh Espandiari/Toxicologist
DMEP/Julie C. Van Der Waag/Regulatory Project Manager
OSI/DBGLPC/Taylor/Bonapace/ChenZ/Li/Dasgupta/Raha/CF
Draft: AR 5/21/2014
Edit: ZC 5/22/2014; CB 5/23/2014
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/Inspections/GLP Program/  

/FY2014/ASSIGNMENT
GLP File No.:

Reference ID: 3512009
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RPM PLR Format Review of the PI:  October 2013                                                                                                           Page 1 of 10

REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: NDA 207174

Application Type: New NDA

Name of Drug/Dosage Form: paricalcitol injection

Applicant: Accord Healthcare, Inc.

Receipt Date: April 1, 2014

Goal Date: February 1, 2015

1. Regulatory History and Applicant’s Main Proposals
This is a 505(b)(2) NDA relying on FDA’s previous finding of safety and efficacy for NDA 20819 for 
Zemplar.  

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 for Prescribing Information (SRPI)” checklist (see the Appendix).   

3. Conclusions/Recommendations
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.  

All SRPI format deficiencies of the PI will be conveyed to the applicant. The applicant will be asked 
to correct these deficiencies and resubmit the PI in Word format within 3 weeks. The resubmitted PI
will be used for further labeling review.

Reference ID: 3507296



Selected Requirements of Prescribing Information

SRPI version 3:  October 2013 Page 2 of 10

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 and HORIZONTAL LINES IN THE PI

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 (the HL Boxed Warning does not count against 
the one-half page requirement) unless a waiver has been granted in a previous submission (e.g., 
the application being reviewed is an efficacy supplement).  
Instructions to complete this item:  If the length of the HL is one-half page or less, then select 
“YES” in the drop-down menu because this item meets the requirement.  However, if HL is 
longer than one-half page:

For the Filing Period:
! For efficacy supplements: If a waiver was previously granted, select “YES” in the drop-

down menu because this item meets the requirement.  
! For NDAs/BLAs and PLR conversions: Select “NO” because this item does not meet the 

requirement (deficiency).  The RPM notifies the Cross-Discipline Team Leader (CDTL) of 
the excessive HL length and the CDTL determines if this deficiency is included in the 74-
day or advice letter to the applicant.

For the End-of-Cycle Period:
! Select “YES” in the drop down menu if a waiver has been previously (or will be) granted 

by the review division in the approval letter and document that waiver was (or will be) 
granted.   

Comment:  Highlights is longer than 1/2 page.
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:  

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 

YES

NO

YES

YES

NO
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Comment:  

Initial U.S. Approval in Highlights
11. Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S. 

Approval:” followed by the 4-digit year.
Comment:  

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.

Comment:
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

YES

N/A

N/A

N/A

N/A

N/A

N/A

N/A

NO

Reference ID: 3507296



Selected Requirements of Prescribing Information

SRPI version 3:  October 2013 Page 5 of 10

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:  Established pharmacologic class is vitamin analog.

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.
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:  Present, but will need to be updated prior to approval.

YES

YES

YES

YES

YES

Reference ID: 3507296

(b) (4)



Selected Requirements of Prescribing Information

SRPI version 3:  October 2013 Page 6 of 10

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

N/A

YES

YES

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 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:

YES

YES
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34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
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.
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:  This statement is missing.
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:  This statement is missing.
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 

N/A

YES

N/A

N/A

N/A

NO

NO

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: 3507296
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Appendix A:  Format of the Highlights and Table of Contents 

Reference ID: 3507296



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

JULIE C VAN DER WAAG
05/15/2014

Reference ID: 3507296























Version: 2/7/2014 11

Clinical Pharmacology Reviewer:

TL: Immo Zadezensky N

Biostatistics Reviewer:

TL:

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Parvaneh Espandiari N

TL: Karen Davis-Bruno N

Statistics (carcinogenicity) Reviewer:

TL:

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer:

TL:

Product Quality (CMC) Reviewer: Xavier Ysern N

TL: Su Tran Y

Quality Microbiology (for sterile 
products)

Reviewer: Jessica Cole Y

TL: Bryan Riley N

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer:

TL:

OSE/DRISK (REMS) Reviewer: Amarylis Vega Y

TL: Cynthia LaCivita N

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: 

! Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

! 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

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: 3507290
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements 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

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 (for sterile products)

! Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: 

  Not Applicable

YES
  NO

Facility Inspection

! Establishment(s) ready for inspection?

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

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO
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! notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 
filing letter; For NDAs/NDA supplements: 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 NME NDAs in the Program)
BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other
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