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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

NDA/BLA #
Product Name:

205-596
Posaconazole Delayed Release Tablets

PMR/PMC Description: 2132-001: A trial to evaluate the pharmacokinetic (PK), safety, and 
tolerability of two new formulations of posaconazole (IV solution and/or new 
age-appropriate oral formulation) in immunocompromised pediatric patients 
with known or expected neutropenia between the ages of 2 to <18 years. 

PMR/PMC Schedule Milestones: Final Protocol Submission: 09/30/2014
Trial Completion: 06/30/2017
Final Report Submission: 09/30/2017

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement. Check type below and describe.

Unmet need
Life-threatening condition 
Long-term data needed
Only feasible to conduct post-approval
Prior clinical experience indicates safety
Small subpopulation affected
Theoretical concern
Other

The posaconazole oral tablet formulation was approved in November 2013. Younger children cannot 
swallow tablets, therefore, the sponsor will develop a new age-appropriate oral formulation for pediatric 
patients.

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”
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3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

Accelerated Approval (subpart H/E)
Animal Efficacy Rule
Pediatric Research Equity Act
FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk

Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments?
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here.

The trial will be a PK, safety, and tolerability of two new formulations of posaconazole (IV 
solution and/or followed by sequential use of the new age-appropriate oral formulation) in 
immunocompromised pediatric patients with known or expected neutropenia between the ages of 
2 to < 18 years of age.
If the trial fails to find a safe and tolerable pediatric dosing regimen that provides pediatric 
patients with the exposures similar to those in adult patients, then an efficacy trial should be 
conducted, provided a safe and tolerable dosage regimen can still be identified.

There is a need to evaluate pharmacokinetic parameters and safety of posaconazole in the pediatric
population.
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Required

Observational pharmacoepidemiologic study 
Registry studies
Primary safety study or clinical trial
Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
Thorough Q-T clinical trial
Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
Pharmacokinetic studies or clinical trials
Drug interaction or bioavailability studies or clinical trials
Dosing trials

Continuation of Question 4

Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)

Meta-analysis or pooled analysis of previous studies/clinical trials
Immunogenicity as a marker of safety
Other (provide explanation)

Agreed upon:

Quality study without a safety endpoint (e.g., manufacturing, stability)
Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events)
Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E
Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

5. Is the PMR/PMC clear, feasible, and appropriate?

Does the study/clinical trial meet criteria for PMRs or PMCs?
Are the objectives clear from the description of the PMR/PMC?
Has the applicant adequately justified the choice of schedule milestone dates?
Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed
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PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs)
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

NDA/BLA #
Product Name:

205-596

PMR/PMC Description: 2132-002: A comparative, double-blind, randomized, multi-center trial to 
evaluate the safety, efficacy, and tolerability of posaconazole for the 
prophylaxis of invasive fungal infections (IFI) in pediatric patients with 
known or expected neutropenia between the ages of 2 to <18 years. 

PMR/PMC Schedule Milestones: Final Protocol Submission: 09/30/2017
Trial Completion: 11/30/2020
Final Report Submission: 03/31/2021

6. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement. Check type below and describe.

Unmet need
Life-threatening condition 
Long-term data needed
Only feasible to conduct post-approval
Prior clinical experience indicates safety 
Small subpopulation affected
Theoretical concern
Other

This trial (2132-2) will be conducted if the PK, safety and tolerability study (2132-1) of the IV and/or a 
new age-appropriate formulation in immunocompromised pediatric patients, with known or expected 
neutropenia, fails to find a pediatric dosing regimen that provides patients with exposures similar to those 
in adult patients.

7. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”
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8. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

- Which regulation?

Accelerated Approval (subpart H/E)
Animal Efficacy Rule 
Pediatric Research Equity Act
FDAAA required safety study/clinical trial

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)

Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:

Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk

Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments?
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects?

9. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here.

2132-2: A comparative, double-blind, randomized, multi-center trial to evaluate the safety, 
efficacy, and tolerability of posaconazole for the prophylaxis of invasive fungal infections (IFI) in 
pediatric patients with known or expected neutropenia between the ages of 2 to <18 years of age. 
This trial (Study 2132-2) will be conducted if the PK, safety and tolerability study (2132-1) of the 
IV and/or a new age-appropriate fails to find a pediatric dosing regimen that provides 
immunocompromised pediatric patients with exposures similar to those in adult patients.

There is a need for efficacy and safety data for posaconazole in immunocompromised pediatric 
patients with known or expected neutropenia. 
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Required

Observational pharmacoepidemiologic study 
Registry studies
Primary safety study or clinical trial
Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
Thorough Q-T clinical trial
Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
Pharmacokinetic studies or clinical trials
Drug interaction or bioavailability studies or clinical trials
Dosing trials

Continuation of Question 4

Additional data or analysis required for a previously submitted or expected study/clinical trial 
(provide explanation)

Meta-analysis or pooled analysis of previous studies/clinical trials
Immunogenicity as a marker of safety
Other (provide explanation)

Agreed upon:

Quality study without a safety endpoint (e.g., manufacturing, stability)
Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events)
Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E
Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

10. Is the PMR/PMC clear, feasible, and appropriate?

Does the study/clinical trial meet criteria for PMRs or PMCs?
Are the objectives clear from the description of the PMR/PMC?
Has the applicant adequately justified the choice of schedule milestone dates?
Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed
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PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs)
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Other (drug/device/biological product)

Reference ID: 3457052

APPEARS THIS WAY ON ORIGINAL





















Version: 08/26/2013 12

OTC Labeling Review (for OTC 
products)

Reviewer:

TL:

Clinical Microbiology (for antimicrobial 

products)
Reviewer: Lynette Berkeley Y

TL: Kerry Snow Y
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Clinical Pharmacology Reviewer: Seong Jang Y

TL: Philip Colangelo Y

Biostatistics Reviewer: Cheryl Dixon Y

TL: Karen Higgins N

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Owen McMaster Y

TL:
Wendy Schmidt

Y

Statistics (carcinogenicity) Reviewer:

TL:

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

Reviewer:

TL:

Product Quality (CMC) Reviewer: Xuhong Li Y

TL: Dorota Matecka N

Quality Microbiology (for sterile 
products)

Reviewer: Vinayak Pawar N

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer:

TL:

OSE/DRISK (REMS) Reviewer:

TL:

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

TL:

Reference ID: 3457052





Version: 08/26/2013 15

study of posaconazole IV solution.  

 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: 
X  NO

  To be determined

Reason: 

 Abuse Liability/Potential

Comments: 

X  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: 

X  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
X  FILE

  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
X  FILE

  REFUSE TO FILE

  Review issues for 74-day letter

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

  YES
X  NO

BIOSTATISTICS   Not Applicable
X  FILE

  REFUSE TO FILE
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Comments:   Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
X  FILE

  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

X  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: See filing review for issues for letter.

  Not Applicable
X  FILE

  REFUSE TO FILE

X  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: 

X 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

X YES
  NO
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Facility Inspection

 Establishment(s) ready for inspection?

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

Comments: 

  Not Applicable

X  YES
  NO

X  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

X  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?

X N/A

  YES
  NO

  YES
  NO

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

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

  YES
  NO
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X If priority review:
 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)
X Send review issues/no review issues by day 74

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

    
 

Memorandum 
 
Date:  February 14, 2014 
  
To:  Alison Rodgers, Regulatory Project Manager 
  Division of Anti-Infective Products 
 
From:   Christine Corser, Regulatory Review Officer 
  Office of Prescription Drug Promotion 
 
Subject: NDA #205596 
  NOXAFIL® (posaconazole) injection, 18 mg/mL 
 
   
 
As requested in your consult dated October 31, 2013, OPDP has reviewed the 
draft PI and carton/container labeling for NOXAFIL® (posaconazole) injection. 
 
OPDP’s comments on the PI are based on the substantially complete version of 
the labeling titled, “Sponsor's_draft_label_010814.doc,” which was received via 
email from DAIP on February, 4 2014.   
 
OPDP’s comments on the PI are provided in the attached, clean version of the 
labeling. 
 
OPDP has reviewed the proposed carton (MK5592-300mg-Trade-Carton-USA-
087929) and container (MK5592-300 mg-Trade-Label-USA087910) labeling that 
was submitted to FDA on September 3, 2013.  
 
OPDP notes that the carton and container labeling utilize “NOXAFIL® 
(posaconazole) Intravenous Solution” (emphasis added).  We note that the 
proposed PI utilizes, “NOXAFIL® (posaconazole) injection 18 mg/mL” (emphasis 
added).  We recommend remaining consistent with the PI and defer to DAIP.  
OPDP has no additional comments on the proposed carton/container labeling. 
 
If you have any questions about OPDP’s comments on the PI, please contact 
Christine Corser at 6-2653 or Christine.corser@fda.hhs.gov 
 
Thank you for the opportunity to review and provide comments on the proposed 
PI and carton/container labeling. 

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

Reference ID: 3454598

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

page
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Department of Health and Human Services 

Public Health Service 

Food and Drug Administration 

Center for Drug Evaluation and Research 

Office of Surveillance and Epidemiology                                                                             

Office of Medication Error Prevention and Risk Management 

 

Label, Labeling and Packaging Review 

Date: February 7, 2014 

Reviewer: Rachna Kapoor, PharmD 

 Division of Medication Error Prevention and Analysis 

Team Leader: Yelena Maslov, PharmD 

 Division of Medication Error Prevention and Analysis 

Drug Name and Strength: Noxafil (Posaconazole) Injection,  

                                                            300 mg/16.7 mL (18 mg/mL)  

Application Type/Number: NDA 205596 

Applicant/sponsor: Merck Sharp & Dohme Corp.  

OSE RCM #: 2013-2518 

 

*** This document contains proprietary and confidential information that should not be 

released to the public.*** 
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1 

1 INTRODUCTION 

This review evaluates the proposed container label, carton labeling, and prescribing 

information for Noxafil (Posaconazole) Injection, NDA 205596, for areas of vulnerability 

that could lead to medication errors.  

1.1 REGULATORY HISTORY 

Merck Sharp & Dohme Corp. submitted this New Drug Application (NDA) for 

Posaconazole Injection for the prophylaxis of invasive Aspergillus and Candida 

infections in patients, 18 years of age and older, who are at high risk of developing these 

infections due to being severely immunocompromised, such as hematopoietic stem cell 

transplant recipients with graft-versus-host disease or those with hematologic 

malignancies with prolonged neutropenia from chemotherapy.  This is the same 

indication as currently approved for the oral suspension.   

1.2 PRODUCT INFORMATION 

The following product information is provided in the September 13, 2013 submission. 

 Active Ingredient:  posaconazole   

 Indication of Use:  prophylaxis of invasive Aspergillus and Candida infections in 

patients, 18 years of age and older, who are at high risk of developing these 

infections due to being severely immunocompromised, such as hematopoietic 

stem cell transplant recipients with graft-versus-host disease or those with 

hematologic malignancies with prolonged neutropenia from chemotherapy  

 Route of Administration:  intravenous 

 Dosage Form:  injection   

 Strength:  300 mg/16.7 mL (18 mg/mL)   

 Dose and Frequency:  loading dose of 300 mg intravenously twice a day on the 

first day, then 300 mg intravenously once a day thereafter.  Duration of therapy is 

based on recovery from neutropenia or immunosuppression 

 How Supplied:  Type I glass vial closed with bromobutyl rubber stopper and 

aluminum seal containing 16.7 mL of solution (total 300 mg posaconazole) 

 Storage:  store refrigerated at 2
o
 – 8

o
C (36

o
 – 46

o
F) 
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2 METHODS AND MATERIALS REVIEWED 

2.1 LABELS AND LABELING  

Using the principles of human factors and Failure Mode and Effects Analysis,
1
 along 

with post marketing medication error data, the Division of Medication Error Prevention 

and Analysis (DMEPA) evaluated the following: 

 Container Label submitted September 13, 2013 (Appendix A) 

 Carton Labeling submitted September 13, 2013 (Appendix B) 

 Package Insert submitted September 13, 2013 (Appendix C)  

3 CONCLUSIONS  

DMEPA concludes that the proposed container label and carton labeling can be improved 

to increase the readability and prominence of important information on the label to 

promote the safe use of the product.   

Additionally, DMEPA concludes that the proposed package insert can be revised for 

clarity and replacing dangerous abbreviations to promote the safe use of the product. 

4 RECOMMENDATIONS  

4.1 COMMENTS TO THE DIVISION 

Dosage and Administration Section of the Package Insert Labeling for Noxafil Injection 

is cumbersome and contains information that appears to be out of place.  As a result, 

Dosage and Administration Section should be revised for clarity. 

 

DMEPA provides comments for consideration by the review Division prior to the 

approval of this NDA in the package insert labeling.  Because of the numerous 

recommendations, we placed the comments directly into the package insert.  Please see 

Appendix C for our revisions and safety comments regarding them. 

 

 

 

4.2 COMMENTS TO THE APPLICANT 

Based on this review, DMEPA recommends the following be implemented prior to the 

approval of this NDA: 

                                                 
1
 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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A. Container Label 

i. Replace the statement ‘Intravenous Solution’ with ‘Injection’.  According 

to USP General Chapter <1121> Nomenclature
2
, the dosage form of this 

product is an injection. 

ii. Replace the strength statement ‘300 mg per vial’ with ‘300 mg/16.7 mL 

(18 mg/mL)’.  According to USP General Chapter <1> Injections
3
, the 

strength per total volume should be the primary and prominent expression 

on the principal display panel.  Followed by the strength per milliliter in 

parenthesis.  For example,  

 

300 mg/16.7 mL  

(18 mg/mL) 

 

B. Carton Labeling 

i. See both A.i and A.ii and revise carton labeling accordingly. 

ii. Remove the statement ‘Each vial contains:  300 mg of posaconazole’ from 

the principal display panel as  the net quantity is revised 

iii. Relocate the statement ‘Each mL contains:  18 mg posaconazole’ from the 

principal display panel to the side panel. 

 

If you have further questions or need clarifications, please contact Karen Townsend, 

project manager, at 301-796-5413. 

                                                 
2
 United States Pharmacopeia National Formulary.  USP 36 NF 31.  General Chapter <1121> 

Nomenclature.  December 1, 2013 to April 30, 2014. 

3
 United States Pharmacopeia National Formulary.  USP 36 NF 31.  General Chapter <1> Injections.  

December 1, 2013 to April 30, 2014. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 
 
Date: 

 
February 6, 2014  

 
To: 

 
Sumathi Nambiar, MD, MPH 
Acting Director 
Division of Anti-Infective Products (DAIP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
Melissa Hulett, MBA, BSN, RN 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Sharon W. Williams, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
Christine Corser, Pharm.D., RAC 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 
 

Subject: Review of Patient Labeling: Patient Package Insert (PPI) 
 

Drug Name (established 
name):   

Noxafil (posaconazole) 
 

Dosage Form and Route: injection 
Application 
Type/Number:  

 
NDA 205596 

Applicant: Merck Sharp & Dohme Corp. 
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1 INTRODUCTION 
On September 9, 2013, Merck Sharp & Dohme submitted for the Agency’s review 
an original new drug application (NDA) for Noxafil (posaconazole) injection, 
indicated for the prevention and treatment of invasive fungal infections caused by 
Aspergillus and Candida in patients who are at high risk of developing these 
infections due to being severely immunocompromised, such as hematopoietic stem 
cell transplant (HSCT) recipients with graft-versus-host disease (GVHD) or those 
with hematologic malignancies with prolonged neutropenia from chemotherapy.   

Noxafil (posaconazole) Oral Suspension (NDA 22-003) and Noxafil (posaconazole) 
delayed release tablets (NDA 20-5053) were originally approved on September 15, 
2006, and November 25, 2013, respectively.   The Applicant proposes a single 
Prescribing Information (PI) and Patient Package Insert (PPI) for the delayed-release 
tablet, oral suspension, and injection formulations. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Anti-Infective Products (DAIP) on October 31, 2013, and 
October 31, 2013, respectively, for DMPP and OPDP to review the Applicant’s 
proposed PPI for NOXAFIL (posaconazole) injection, delayed-release tablets, and 
oral suspension. 

 
2 MATERIAL REVIEWED 

• Draft Noxafil (posaconazole) injection, delayed-release tablets, and oral 
suspension PPI received on September 13, 2013, and received by DMPP on 
February 4, 2014. 

• Draft Noxafil (posaconazole) injection, delayed-release tablets, and oral 
suspension PPI received on September 13, 2013 and received by OPDP on 
February 4, 2014.  

• Draft Noxafil (posaconazole) injection, delayed-release tablets, and oral 
suspension, Prescribing Information (PI) received on September 13, 2013, revised 
by the Review Division throughout the review cycle, and received by DMPP on 
February 4, 2014. 

• Draft Noxafil (posaconazole) injection, delayed-release tablets, and oral 
suspension, Prescribing Information (PI) received on September 13, 2013, revised 
by the Review Division throughout the review cycle, and received by OPDP on 
February 4, 2014. 

• Approved Noxafil (posaconazole) delayed-release tablets and oral suspension 
comparator labeling dated November 25, 2013. 

 
3 REVIEW METHODS 

In 2008 the American Society of Consultant Pharmacists Foundation (ASCP) in 
collaboration with the American Foundation for the Blind (AFB) published 
Guidelines for Prescription Labeling and Consumer Medication Information for 
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People with Vision Loss. The ASCP and AFB recommended using fonts such as 
Verdana, Arial or APHont to make medical information more accessible for patients 
with vision loss.   

In our collaborative review of the PPI we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Supplements

Application:  205596

Application Type: New NDA

Name of Drug: Noxafil (posaconazole) Intravenous Solution 18 mg/mL

Applicant: Merck Sharp and Dohme Corp

Submission Date: 9-13-13

Receipt Date: 9-13-13

1.0 Regulatory History and Applicant’s Main Proposals
This new NDA provides for a new dosage form for Noxafil.

2.0 Review of the Prescribing Information (PI)
This review is based on the applicant’s submitted Microsoft Word format of the 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).   

3.0 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 in the 74-day letter.  The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by December 
17, 2013. The resubmitted PI will be used for further labeling review.
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4.0 Appendix

Selected Requirements of Prescribing Information (SRPI)

The Selected Requirement of Prescribing Information (SRPI) version 2 is a 48-item, drop-down 
checklist of critical format elements of the prescribing information (PI) based on labeling
regulations (21 CFR 201.56 and 201.57) and labeling guidances.

Highlights (HL)

GENERAL FORMAT

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

Comment:  

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).  

Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
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 RPMs)

 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” in the drop-down menu 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 (for SEALD reviewers)

 The SEALD reviewer documents (based on information received from the RPM) that a 
waiver has been previously granted or will be granted by the review division in the 
approval letter. 

Comment:  

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 
and bolded.

Comment:  

4. White space must be present before each major heading in HL.

Comment:  

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet).

YES

NO

YES

YES

YES
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Comment:  

6. Section headings are presented in the following order in HL:

Section Required/Optional
 Highlights Heading Required

 Highlights Limitation Statement Required

 Product Title Required

 Initial U.S. Approval Required

 Boxed Warning Required if a Boxed Warning is in the FPI

 Recent Major Changes Required for only certain changes to PI*

 Indications and Usage Required

 Dosage and Administration Required

 Dosage Forms and Strengths Required

 Contraindications Required (if no contraindications must state “None.”)

 Warnings and Precautions Not required by regulation, but should be present

 Adverse Reactions Required

 Drug Interactions Optional

 Use in Specific Populations Optional

 Patient Counseling Information Statement Required 

 Revision Date Required

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications,
and Warnings and Precautions sections.

Comment:  

7. A horizontal line must separate HL and Table of Contents (TOC).
Comment:  

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”

Comment:  

Product Title 

10. Product title in HL must be bolded.

Comment:  

Initial U.S. Approval 

11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 
include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year.

Comment:  

YES

YES

YES

YES

YES

YES
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Boxed Warning 

12. All text must be bolded.

Comment:

13. Must have a centered 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”).

Comment:  

14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” centered immediately beneath the heading.

Comment:  

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”)

Comment:  

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence).

Comment:  

Recent Major Changes (RMC)

17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage,
Dosage and Administration, Contraindications, and Warnings and Precautions.

Comment:  

18. Must be listed in the same order in HL as they appear in FPI.

Comment:  

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(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, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.

Comment:

20. 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

21. If a product belongs to an established pharmacologic class, the following statement is required in 
the Indications and Usage section of HL: [(Product) is a (name of class) indicated for 
(indication)].”

Comment:  

Dosage Forms and Strengths

N/A

N/A

N/A

N/A

N/A

YES

YES

YES

YES

YES
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22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used.

Comment:  

Contraindications

23. All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known.
Comment:  

24. Each contraindication is bulleted when there is more than one contraindication.
Comment:  

Adverse Reactions

25. 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

26. Must include one of the following three bolded verbatim statements (without quotation marks):

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

27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.  

Comment:  

Contents: Table of Contents (TOC)

GENERAL FORMAT

28. A horizontal line must separate TOC from the FPI.

Comment:  

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

Comment:  

YES

YES

YES

YES

YES

YES

YES

YES

YES
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30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 
match the headings and subheadings in the FPI.

Comment:  

31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 
beginning of the TOC in UPPER-CASE letters and bolded.

Comment:  

32. All section headings must be bolded and in UPPER CASE.

Comment:  

33. All subsection headings must be indented, not bolded, and in title case.

Comment:  

34. When a section or subsection is omitted, the numbering does not change.

Comment:  

35. 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:  

Full Prescribing Information (FPI)

GENERAL FORMAT

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

Comment:  

37. All section and subsection headings and numbers must be bolded.

Comment:  

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change.

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

N/A

YES

YES

YES

YES

YES

YES

YES
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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:  

39. 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 patient labeling must appear at the end of the PI upon approval.

Comment:  

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) followed by the numerical identifier in italics.  For example, [see Warnings and 
Precautions (5.2)].

Comment:

41. 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

Boxed Warning

42. All text is bolded.

Comment:

43. 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”).

Comment:  

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning.

Comment:  

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

YES

YES

YES

N/A

N/A

N/A

N/A
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Comment:  

Adverse Reactions

46. When clinical trials adverse reactions data is 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 clinical practice.”

Comment:  

47. When postmarketing adverse reaction data is 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

48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use
one of the following statements at the beginning of Section 17:

 “See FDA-approved patient labeling (Medication Guide)”
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)”
 “See FDA-approved patient labeling (Patient Information)"
 “See FDA-approved patient labeling (Instructions for Use)"      
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)”

Comment:

YES

N/A

YES
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