CENTER FOR DRUG EVALUATION AND
RESEARCH
APPLICATION NUMBER:

208399Orig1s000
OTHER REVIEW(S)

PMR/PMC DEVELOPMENT TEMPLATE

For 506B Reportable1 PMRs and PMCs only
This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to
reporting requirements under section 506B of the FDCA.
Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and
Responsibilities for Developing Postmarketing Commitments and Requirements.”
Note: Do not use this template for CMC PMCs. Instead, use the CMC PMC Development Template.1
SECTION A: Administrative Information
NDA/BLA/Supplement #
PMR/PMC Set (####-#)
Product Name:

208399
3267-1
Varubi (rolapitant) injectable emulsion

Applicant Name:

Tesaro, Inc.

ODE/Division:

III/DGIEP

SECTION B: PMR/PMC Information
1. PMR/PMC Description
A confirmatory intravenous GLP toxicology study in juvenile rats (ongoing; Study No.20099513)

2. PMR/PMC Schedule Milestones2, 3
Draft Protocol Submission,:
MM /YYYY
Final Protocol Submission:
MM /YYYY
Study/Trial Completion:
MM /YYYY
Interim /Other:
MM /YYYY
Final Report Submission:
12/2017

506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy,
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)). All PMRs are considered 506 “reportable.” A
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the
CST.
1

2

Final protocol, study/trial completion, and final report submissions are required milestones. Draft protocol submissions and interim milestones are
optional. EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones,
since the study/trial will only be initiated in the event of an emergency. Interim milestones may include interim report milestones for studies/trials
that may be of long duration. May include interim subject accrual milestone (e.g., for accelerated approval PMRs). Other milestones should be
justified in Section D, question 3.
3

Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
1

PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below.
To support initiating the pediatric program of intravenous rolapitant in pediatric patients from 0 to 17
years old, juvenile animal study is needed.
2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.
(Select one explanation below.)
Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s safety profile. Because the investigation will evaluate a serious risk, it meets FDAAA
requirements for a postmarketing safety study or trial [Go to Q.3]
PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s efficacy profile or other issues. The purpose of the investigation does not meet requirements
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC. [Go to Q.3]
3. For FDAAA PMRs and 506B PMCs only
The study or trial can be conducted post-approval because: [Select all that apply]
Longer-term data needed to further characterize the safety/efficacy of the drug
Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval
Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support
approval, but some uncertainties about safety or efficacy remain and should be further characterized
Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the
subpopulation can be further evaluated after approval
Study/trial is to further explore a theoretical concern that does not impact the approval determination
Other reason (describe in text box below)
[If you selected “other reason,” expand on the reason(s) why it is appropriate to conduct the study/trial
postapproval and why the issue does not need to be addressed prior to approval.]

4

A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.

A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or
other interventions to one or more human subjects. Note that under PREA, clinical trials involving pediatric patients are specifically referred to as
“studies.”
5
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PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

4. For FDAAA PMRs only [for PMCs skip to Q.5]. Complete this entire section
a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal 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
Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical
pharmacology trial. Otherwise complete Q4.c and Q4.d.
b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and
Q4.a because the safety issue involves:
[Select all that apply then to skip to Q.5. If none apply, answer both Q4.c and Q4.d ]
A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best
assessed through in vitro or animal studies.
A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical
pharmacokinetic and pharmacodynamics trials.
The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.
An immunologic concern for which accurate assessment requires in vitro development or validation of
specific assays.

6

FDA Adverse Event Reporting System (FAERS)

7

Active Risk Identification and Analysis (ARIA)
3

PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply
c. FAERS data cannot be used to fully characterize the serious risk of interest because:
[Select all that apply then go to Q.4.d ]
Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.
The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g.,
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of
drug therapy.
The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS
data are more useful in detecting rare serious adverse events for which the background rates are low.
Other
[If you selected “other,” expand on the reason(s) why FAERS is not sufficient.]

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.
d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk
of interest because: [Select all that apply then go to Q.4.e ]
Cannot identify exposure to the drug(s) of interest in the database.
Serious risk (adverse event) of concern cannot be identified in the database.
The population(s) of interest cannot be identified in the database.
Long-term follow-up information required to assess the serious risk are not available in the database.
Important confounders or covariates are not available or well represented in the database.
The database does not contain an adequate number of exposed patients to provide sufficient statistical power
to analyze the association between the drug and the serious risk of concern.
The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an
ARIA analysis, are not well suited for such use.
Other
[If you selected “other,” expand on the reason(s) why ARIA is not sufficient.]

4
PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

2. This study or clinical trial focuses on the following special population(s) or circumstance(s):
[Select all that apply]
For non-PREA pediatric studies/trials only: Pediatric population
Geriatric population
Lactating/nursing mothers
Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
Orphan or rare disease population
Pregnant women
Racial/ethnic population
Not applicable
3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]
The study/clinical trial meets criteria for a PMR or a PMC.
The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
The applicant has adequately justified the choice of milestone dates.
The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute
to the development process.
2.

(If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made
with regard to:


There is a significant question about the public health risks of the drug.



There is not enough existing information to assess the public health risks of the drug.



Information about the public health risks cannot be gained through a different kind of investigation.



The trial will be appropriately designed to answer question about a drug’s efficacy or safety.

8

This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS). See
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.
9

See POLICY section of CDER MAPP 6010.9.
7

PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363


3.

The trial will emphasize minimizing the risk minimization for participants as the protocol is developed.

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.

8
PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

PMR/PMC DEVELOPMENT TEMPLATE

For 506B Reportable1 PMRs and PMCs only
This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to
reporting requirements under section 506B of the FDCA.
Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and
Responsibilities for Developing Postmarketing Commitments and Requirements.”
Note: Do not use this template for CMC PMCs. Instead, use the CMC PMC Development Template.1
SECTION A: Administrative Information
NDA/BLA/Supplement #
PMR/PMC Set (####-#)
Product Name:

208399
3267-2
Varubi (rolapitant) injectable emulsion

Applicant Name:

Tesaro, Inc.

ODE/Division:

III/DGIEP

SECTION B: PMR/PMC Information
1. PMR/PMC Description

A GLP segmented dosing toxicology study in juvenile rats.

2. PMR/PMC Schedule Milestones2, 3
Draft Protocol Submission,:
12/2017
Final Protocol Submission:
03/2018
Study/Trial Completion:
04/2019
Interim /Other:
MM /YYYY
Final Report Submission:
10/2019

506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy,
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)). All PMRs are considered 506 “reportable.” A
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the
CST.
1

2

Final protocol, study/trial completion, and final report submissions are required milestones. Draft protocol submissions and interim milestones are
optional. EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones,
since the study/trial will only be initiated in the event of an emergency. Interim milestones may include interim report milestones for studies/trials
that may be of long duration. May include interim subject accrual milestone (e.g., for accelerated approval PMRs). Other milestones should be
justified in Section D, question 3.
3

Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
1

PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below.
To support initiating the pediatric program of rolapitant in pediatric patients from 0 to 17 years old, an additional
segmented juvenile animal study is needed.
Reproductive toxicity, i.e., altered time to onset of puberty, embryo fetal toxicity, was observed in the previously
conducted juvenile rat toxicity studies in which the animals were administered rolapitant during the entire period of
development. This study would be able to determine whether the findings are limited to exposure during restricted
periods of juvenile development. The results from this juvenile rat study will be used to define the appropriate age
cohorts for the pediatric clinical study.
2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.
(Select one explanation below.)
Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s safety profile. Because the investigation will evaluate a serious risk, it meets FDAAA
requirements for a postmarketing safety study or trial [Go to Q.3]
PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s efficacy profile or other issues. The purpose of the investigation does not meet requirements
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC. [Go to Q.3]
3. For FDAAA PMRs and 506B PMCs only
The study or trial can be conducted post-approval because: [Select all that apply]
Longer-term data needed to further characterize the safety/efficacy of the drug
Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval
Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support
approval, but some uncertainties about safety or efficacy remain and should be further characterized
Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the
subpopulation can be further evaluated after approval
Study/trial is to further explore a theoretical concern that does not impact the approval determination
Other reason (describe in text box below)

4

A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.

A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or
other interventions to one or more human subjects. Note that under PREA, clinical trials involving pediatric patients are specifically referred to as
“studies.”
5
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Reference ID: 4172363

4. For FDAAA PMRs only [for PMCs skip to Q.5]. Complete this entire section
a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal 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
Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical
pharmacology trial. Otherwise complete Q4.c and Q4.d.
b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and
Q4.a because the safety issue involves:
[Select all that apply then to skip to Q.5. If none apply, answer both Q4.c and Q4.d ]
A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best
assessed through in vitro or animal studies.
A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical
pharmacokinetic and pharmacodynamics trials.
The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.
An immunologic concern for which accurate assessment requires in vitro development or validation of
specific assays.

6

FDA Adverse Event Reporting System (FAERS)

7

Active Risk Identification and Analysis (ARIA)
3

PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply
c. FAERS data cannot be used to fully characterize the serious risk of interest because:
[Select all that apply then go to Q.4.d ]
Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.
The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g.,
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of
drug therapy.
The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS
data are more useful in detecting rare serious adverse events for which the background rates are low.
Other
[If you selected “other,” expand on the reason(s) why FAERS is not sufficient.]

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.
d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk
of interest because: [Select all that apply then go to Q.4.e ]
Cannot identify exposure to the drug(s) of interest in the database.
Serious risk (adverse event) of concern cannot be identified in the database.
The population(s) of interest cannot be identified in the database.
Long-term follow-up information required to assess the serious risk are not available in the database.
Important confounders or covariates are not available or well represented in the database.
The database does not contain an adequate number of exposed patients to provide sufficient statistical power
to analyze the association between the drug and the serious risk of concern.
The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an
ARIA analysis, are not well suited for such use.
Other
[If you selected “other,” expand on the reason(s) why ARIA is not sufficient.]

4
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Reference ID: 4172363

2. This study or clinical trial focuses on the following special population(s) or circumstance(s):
[Select all that apply]
For non-PREA pediatric studies/trials only: Pediatric population
Geriatric population
Lactating/nursing mothers
Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
Orphan or rare disease population
Pregnant women
Racial/ethnic population
Not applicable
3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]
The study/clinical trial meets criteria for a PMR or a PMC.
The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
The applicant has adequately justified the choice of milestone dates.
The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute
to the development process.
2.

(If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made
with regard to:


There is a significant question about the public health risks of the drug.



There is not enough existing information to assess the public health risks of the drug.



Information about the public health risks cannot be gained through a different kind of investigation.



The trial will be appropriately designed to answer question about a drug’s efficacy or safety.

8

This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS). See
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.
9

See POLICY section of CDER MAPP 6010.9.
7
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3.

The trial will emphasize minimizing the risk minimization for participants as the protocol is developed.

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.

8
PMR/PMC Development Template
Last Update 06/2017

Reference ID: 4172363

PMR/PMC DEVELOPMENT TEMPLATE

For 506B Reportable1 PMRs and PMCs only
This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to
reporting requirements under section 506B of the FDCA.
Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and
Responsibilities for Developing Postmarketing Commitments and Requirements.”
Note: Do not use this template for CMC PMCs. Instead, use the CMC PMC Development Template.1
SECTION A: Administrative Information
NDA/BLA/Supplement #
PMR/PMC Set (####-#)
Product Name:

208399
3267-3
Varubi (rolapitant) injectable emulsion

Applicant Name:

Tesaro, Inc.

ODE/Division:

III/DGIEP

SECTION B: PMR/PMC Information
1. PMR/PMC Description

A phase 3, multicenter, randomized, double-blind, placebo-controlled study of the safety,
efficacy, and pharmacokinetics of Varubi (rolapitant) injectable emulsion for the prevention of
chemotherapy-induced nausea and vomiting (CINV) in pediatric patients ages 0-17 years old

2. PMR/PMC Schedule Milestones2, 3
Draft Protocol Submission,:
MM /YYYY
Final Protocol Submission:
07/2019
Study/Trial Completion:
01/2025
Final Report Submission:
07/2025

506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy,
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)). All PMRs are considered 506 “reportable.” A
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the
CST.
1

2

Final protocol, study/trial completion, and final report submissions are required milestones. Draft protocol submissions and interim milestones are
optional. EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones,
since the study/trial will only be initiated in the event of an emergency. Interim milestones may include interim report milestones for studies/trials
that may be of long duration. May include interim subject accrual milestone (e.g., for accelerated approval PMRs). Other milestones should be
justified in Section D, question 3.
3

Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
1
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SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below.
This is a PREA PMR study to evaluate whether rolapitant injectable emulsion is safe and effective for the
prevention of chemotherapy-induced nausea and vomiting in pediatric patients ages 0-17 years old.

2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.
(Select one explanation below.)
Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s safety profile. Because the investigation will evaluate a serious risk, it meets FDAAA
requirements for a postmarketing safety study or trial [Go to Q.3]
PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s efficacy profile or other issues. The purpose of the investigation does not meet requirements
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC. [Go to Q.3]
3. For FDAAA PMRs and 506B PMCs only
The study or trial can be conducted post-approval because: [Select all that apply]
Longer-term data needed to further characterize the safety/efficacy of the drug
Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval
Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support
approval, but some uncertainties about safety or efficacy remain and should be further characterized
Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the
subpopulation can be further evaluated after approval
Study/trial is to further explore a theoretical concern that does not impact the approval determination
Other reason (describe in text box below)
[If you selected “other reason,” expand on the reason(s) why it is appropriate to conduct the study/trial
postapproval and why the issue does not need to be addressed prior to approval.]

4

A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.

A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or
other interventions to one or more human subjects. Note that under PREA, clinical trials involving pediatric patients are specifically referred to as
“studies.”
5
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4. For FDAAA PMRs only [for PMCs skip to Q.5]. Complete this entire section
a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal 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
Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical
pharmacology trial. Otherwise complete Q4.c and Q4.d.
b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and
Q4.a because the safety issue involves:
[Select all that apply then to skip to Q.5. If none apply, answer both Q4.c and Q4.d ]
A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best
assessed through in vitro or animal studies.
A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical
pharmacokinetic and pharmacodynamics trials.
The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.
An immunologic concern for which accurate assessment requires in vitro development or validation of
specific assays.

6

FDA Adverse Event Reporting System (FAERS)

7

Active Risk Identification and Analysis (ARIA)
3
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Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply
c. FAERS data cannot be used to fully characterize the serious risk of interest because:
[Select all that apply then go to Q.4.d ]
Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.
The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g.,
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of
drug therapy.
The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS
data are more useful in detecting rare serious adverse events for which the background rates are low.
Other
[If you selected “other,” expand on the reason(s) why FAERS is not sufficient.]

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.
d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk
of interest because: [Select all that apply then go to Q.4.e ]
Cannot identify exposure to the drug(s) of interest in the database.
Serious risk (adverse event) of concern cannot be identified in the database.
The population(s) of interest cannot be identified in the database.
Long-term follow-up information required to assess the serious risk are not available in the database.
Important confounders or covariates are not available or well represented in the database.
The database does not contain an adequate number of exposed patients to provide sufficient statistical power
to analyze the association between the drug and the serious risk of concern.
The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an
ARIA analysis, are not well suited for such use.
Other
[If you selected “other,” expand on the reason(s) why ARIA is not sufficient.]

4
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2. This study or clinical trial focuses on the following special population(s) or circumstance(s):
[Select all that apply]
For non-PREA pediatric studies/trials only: Pediatric population
Geriatric population
Lactating/nursing mothers
Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
Orphan or rare disease population
Pregnant women
Racial/ethnic population
Not applicable
3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)
The proposed clinical study cannot be started until the required juvenile toxicology studies are
completed and reviewed.

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]
The study/clinical trial meets criteria for a PMR or a PMC.
The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
The applicant has adequately justified the choice of milestone dates.
The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute
to the development process.
2.

(If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made
with regard to:


There is a significant question about the public health risks of the drug.



There is not enough existing information to assess the public health risks of the drug.



Information about the public health risks cannot be gained through a different kind of investigation.



The trial will be appropriately designed to answer question about a drug’s efficacy or safety.

8

This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS). See
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.
9

See POLICY section of CDER MAPP 6010.9.
7
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3.

The trial will emphasize minimizing the risk minimization for participants as the protocol is developed.

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.

8
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PMR/PMC DEVELOPMENT TEMPLATE

For 506B Reportable1 PMRs and PMCs only
This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to
reporting requirements under section 506B of the FDCA.
Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and
Responsibilities for Developing Postmarketing Commitments and Requirements.”
Note: Do not use this template for CMC PMCs. Instead, use the CMC PMC Development Template.1
SECTION A: Administrative Information
NDA/BLA/Supplement #
PMR/PMC Set (####-#)
Product Name:
Applicant Name:

NDA 208399
3267-4
Varubi (rolapitant) injectable emulsion
Tesaro, Inc.

ODE/Division:

III/DGIEP

SECTION B: PMR/PMC Information
1. PMR/PMC Description
An in vivo drug interaction trial with a sensitive substrate of CYP2D6 to study the duration of CYP2D6
inhibition beyond 28 days after a single dose administration of Varubi (rolapitant) intravenously and
document when inhibition is resolved.
2. PMR/PMC Schedule Milestones2, 3
Draft Protocol Submission,:
01/2018
Final Protocol Submission:
04/2018
Study/Trial Completion:
10/2019
Interim /Other:
MM /YYYY
Final Report Submission:
04/2020

506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy,
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)). All PMRs are considered 506 “reportable.” A
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the
CST.
1

2

Final protocol, study/trial completion, and final report submissions are required milestones. Draft protocol submissions and interim milestones are
optional. EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones,
since the study/trial will only be initiated in the event of an emergency. Interim milestones may include interim report milestones for studies/trials
that may be of long duration. May include interim subject accrual milestone (e.g., for accelerated approval PMRs). Other milestones should be
justified in Section D, question 3.
3

Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
1
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SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below.
In vivo drug interaction trial with a sensitive substrate of CYP2D6 dexamethasone showed 2-fold increase
in systemic exposure (AUC) to dextromethorphan 4 weeks after the single dose of rolapitant IV. Thus,
CYP2D6 substrates with narrow therapeutic indices are contraindicated as concomitant medications. The
trial is needed to determine when the patients can resume taking these medications.
2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.
(Select one explanation below.)
Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s safety profile. Because the investigation will evaluate a serious risk, it meets FDAAA
requirements for a postmarketing safety study or trial [Go to Q.3]
PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s efficacy profile or other issues. The purpose of the investigation does not meet requirements
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC. [Go to Q.3]
3. For FDAAA PMRs and 506B PMCs only
The study or trial can be conducted post-approval because: [Select all that apply]
Longer-term data needed to further characterize the safety/efficacy of the drug
Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval
Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support
approval, but some uncertainties about safety or efficacy remain and should be further characterized
Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the
subpopulation can be further evaluated after approval
Study/trial is to further explore a theoretical concern that does not impact the approval determination
Other reason (describe in text box below)
[If you selected “other reason,” expand on the reason(s) why it is appropriate to conduct the study/trial
postapproval and why the issue does not need to be addressed prior to approval.]

4

A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.

A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or
other interventions to one or more human subjects. Note that under PREA, clinical trials involving pediatric patients are specifically referred to as
“studies.”
5
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4. For FDAAA PMRs only [for PMCs skip to Q.5]. Complete this entire section
a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal 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
Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical
pharmacology trial. Otherwise complete Q4.c and Q4.d.
b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and
Q4.a because the safety issue involves:
[Select all that apply then to skip to Q.5. If none apply, answer both Q4.c and Q4.d ]
A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best
assessed through in vitro or animal studies.
A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical
pharmacokinetic and pharmacodynamics trials.
The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.
An immunologic concern for which accurate assessment requires in vitro development or validation of
specific assays.

6

FDA Adverse Event Reporting System (FAERS)

7

Active Risk Identification and Analysis (ARIA)
3
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Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply
c. FAERS data cannot be used to fully characterize the serious risk of interest because:
[Select all that apply then go to Q.4.d ]
Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.
The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g.,
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of
drug therapy.
The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS
data are more useful in detecting rare serious adverse events for which the background rates are low.
Other
[If you selected “other,” expand on the reason(s) why FAERS is not sufficient.]

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.
d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk
of interest because: [Select all that apply then go to Q.4.e ]
Cannot identify exposure to the drug(s) of interest in the database.
Serious risk (adverse event) of concern cannot be identified in the database.
The population(s) of interest cannot be identified in the database.
Long-term follow-up information required to assess the serious risk are not available in the database.
Important confounders or covariates are not available or well represented in the database.
The database does not contain an adequate number of exposed patients to provide sufficient statistical power
to analyze the association between the drug and the serious risk of concern.
The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an
ARIA analysis, are not well suited for such use.
Other
[If you selected “other,” expand on the reason(s) why ARIA is not sufficient.]

4
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2. This study or clinical trial focuses on the following special population(s) or circumstance(s):
[Select all that apply]
For non-PREA pediatric studies/trials only: Pediatric population
Geriatric population
Lactating/nursing mothers
Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
Orphan or rare disease population
Pregnant women
Racial/ethnic population
Not applicable
3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]
The study/clinical trial meets criteria for a PMR or a PMC.
The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
The applicant has adequately justified the choice of milestone dates.
The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute
to the development process.
2.

(If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made
with regard to:


There is a significant question about the public health risks of the drug.



There is not enough existing information to assess the public health risks of the drug.



Information about the public health risks cannot be gained through a different kind of investigation.



The trial will be appropriately designed to answer question about a drug’s efficacy or safety.

8

This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS). See
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.
9

See POLICY section of CDER MAPP 6010.9.
7
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3.

The trial will emphasize minimizing the risk minimization for participants as the protocol is developed.

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.

8
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PMR/PMC DEVELOPMENT TEMPLATE

For 506B Reportable1 PMRs and PMCs only
This form describes and provides the rationale for postmarketing requirements/commitments (PMRs/PMCs) subject to
reporting requirements under section 506B of the FDCA.
Complete this form using the instructions (see Appendix A) and by referring to MAPP 6010.9, “Procedures and
Responsibilities for Developing Postmarketing Commitments and Requirements.”
Note: Do not use this template for CMC PMCs. Instead, use the CMC PMC Development Template.1
SECTION A: Administrative Information
NDA/BLA/Supplement #
PMR/PMC Set (####-#)
Product Name:

NDA 208399
3267-5
Varubi (rolapitant) injectable emulsion

Applicant Name:

Tesaro, Inc.

ODE/Division:

III/DGIEP

SECTION B: PMR/PMC Information
1. PMR/PMC Description

In vitro studies to evaluate the inhibitory potential of Varubi (rolapitant) on MATE1 and
OATP1B1 transporters and the IC50 values for each transporter
2. PMR/PMC Schedule Milestones2, 3
Draft Protocol Submission,:
02 /2018
Final Protocol Submission:
05 /2018
Study/Trial Completion:
02 /2019
Interim /Other:
MM /YYYY
Final Report Submission:
04 /2019

506B “reportable” includes all studies/trials an applicant has agreed upon or is required to conduct related to clinical safety, clinical efficacy,
clinical pharmacology, or nonclinical toxicology (21 CFR 314.81(b)(2 )(vii) and 21 CFR 601.70(a)). All PMRs are considered 506 “reportable.” A
separate development template is used for 506 B non-reportable (e.g., chemistry, manufacturing, and controls (CMC)) PMCs, which is located in the
CST.
1

2

Final protocol, study/trial completion, and final report submissions are required milestones. Draft protocol submissions and interim milestones are
optional. EXCEPTION: PMRs/PMCs for medical countermeasures may have only draft/final protocol submission dates and no other milestones,
since the study/trial will only be initiated in the event of an emergency. Interim milestones may include interim report milestones for studies/trials
that may be of long duration. May include interim subject accrual milestone (e.g., for accelerated approval PMRs). Other milestones should be
justified in Section D, question 3.
3

Dates should be numerical (e.g., 05/2016). PREA PMR date format may be MM/DD/YYYY if a day is specified.
1
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SECTION C: PMR/PMC Rationale
1. Describe the particular review issue and the goal of the study4 or clinical trial5 in the text box below.
IC50 were not determined in the in vitro studies for OATP1B1 and MATE1. Thus, in vivo drug drug
interaction cannot be ruled out following IV administration of rolapitant
2. Explain why this issue can be evaluated post-approval and does not need to be addressed prior to approval.
(Select one explanation below.)
Subpart I or H (animal efficacy rule) PMR: Approved under Subpart I or H (animal efficacy rule) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
Subpart H or E (accelerated approval) PMR: Approved under Subpart H or E (accelerated approval) authorities;
postmarketing study/trial required to verify and describe clinical benefit [Skip to Q.5]
PREA PMR: Meets PREA postmarketing pediatric study requirements [Skip to Q.5]
FDAAA PMR (safety): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s safety profile. Because the investigation will evaluate a serious risk, it meets FDAAA
requirements for a postmarketing safety study or trial [Go to Q.3]
PMC (506B reportable): Benefit/risk profile of the drug appears favorable; however, there are uncertainties about
aspects of the drug’s efficacy profile or other issues. The purpose of the investigation does not meet requirements
under Subpart I/H , H/E, PREA, or FDAAA to be a PMR, and therefore the investigation is a PMC. [Go to Q.3]
3. For FDAAA PMRs and 506B PMCs only
The study or trial can be conducted post-approval because: [Select all that apply]
Longer-term data needed to further characterize the safety/efficacy of the drug
Based on the purpose and/or design, it is only feasible to conduct the study/trial post-approval
Prior clinical experience (e.g., with other drugs in the class) indicates adequate safety or efficacy data to support
approval, but some uncertainties about safety or efficacy remain and should be further characterized
Only a small subpopulation is affected (e.g., patients with severe renal impairment) and effects of the drug in the
subpopulation can be further evaluated after approval
Study/trial is to further explore a theoretical concern that does not impact the approval determination
Other reason (describe in text box below)

4

A “study” is an investigation that is not a clinical trial, such as an observational (epidemiologic) study, animal study, or laboratory experiment.

A “clinical trial” is any prospective investigation in which the applicant or investigator determines the method of assigning the drug product(s) or
other interventions to one or more human subjects. Note that under PREA, clinical trials involving pediatric patients are specifically referred to as
“studies.”
5
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4. For FDAAA PMRs only [for PMCs skip to Q.5]. Complete this entire section
a. The purpose of the study/clinical trial is to: [Select one, then go to Q.4.b ]
Assess a known serious risk related to the use of the drug
Assess a signal 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
Complete Q4.b if the necessary data can only be obtained through a particular type of nonclinical study or clinical
pharmacology trial. Otherwise complete Q4.c and Q4.d.
b. FAERS6 and Sentinel’s postmarket ARIA7 system are not sufficient for the purposes described in Q1. and
Q4.a because the safety issue involves:
[Select all that apply then to skip to Q.5. If none apply, answer both Q4.c and Q4.d ]
A serious risk of genotoxicity, carcinogenicity, or reproductive toxicity, and these signals are initially best
assessed through in vitro or animal studies.
A potential drug interaction resulting in lower/higher drug exposure and resultant serious drug risks, and
accurate assessment of an interaction is feasible only through in vitro mechanistic studies or clinical
pharmacokinetic and pharmacodynamics trials.
The potential for lower/higher drug exposure and resultant serious drug risks in patients with hepatic or
renal impairment, or other metabolic abnormalities, and accurate assessment is feasible only through in vitro
mechanistic studies or clinical pharmacokinetic and pharmacodynamics trials.
An immunologic concern for which accurate assessment requires in vitro development or validation of
specific assays.

6

FDA Adverse Event Reporting System (FAERS)

7

Active Risk Identification and Analysis (ARIA)
3
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Complete Q4.c when FAERS cannot provide the necessary data and Q4.b does not apply
c. FAERS data cannot be used to fully characterize the serious risk of interest because:
[Select all that apply then go to Q.4.d ]
Assessment of the serious risk necessitates calculation of the rate of occurrence (e.g., incidence or odds
ratio) of the adverse event(s), and FAERS data cannot be used for such a calculation.
The serious risk of concern has a delayed time to onset, or delayed time to detection after exposure (e.g.,
cancer), and FAERS data are more useful for detecting events that are closely linked in time to initiation of
drug therapy.
The serious risk of concern occurs commonly in the population (e.g., myocardial infarction) and FAERS
data are more useful in detecting rare serious adverse events for which the background rates are low.
Other

Complete Q4.d when the ARIA system cannot provide the necessary data and Q4.b does not apply.
d. The currently available data within the ARIA system cannot be used to fully characterize the serious risk
of interest because: [Select all that apply then go to Q.4.e ]
Cannot identify exposure to the drug(s) of interest in the database.
Serious risk (adverse event) of concern cannot be identified in the database.
The population(s) of interest cannot be identified in the database.
Long-term follow-up information required to assess the serious risk are not available in the database.
Important confounders or covariates are not available or well represented in the database.
The database does not contain an adequate number of exposed patients to provide sufficient statistical power
to analyze the association between the drug and the serious risk of concern.
The purpose of the evaluation is to rule out a modest relative risk, and observational studies, such as an
ARIA analysis, are not well suited for such use.
Other

4
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2. This study or clinical trial focuses on the following special population(s) or circumstance(s):
[Select all that apply]
For non-PREA pediatric studies/trials only: Pediatric population
Geriatric population
Lactating/nursing mothers
Medical Countermeasures (e.g. anthrax exposure, bioterrorism)
Orphan or rare disease population
Pregnant women
Racial/ethnic population
Not applicable
3. (Complete if applicable) Additional comments about the PMR/PMC (e.g., points or concerns not previously
described; explanation for inclusion of milestones other than the 3 “core” milestones or draft protocol submission)

SECTION E: PMR/PMC Development Coordinator Statements8Error! Reference source not found.
1. The PMR/PMC is clear, feasible, and appropriate9 because: [Select all that apply]
The study/clinical trial meets criteria for a PMR or a PMC.
The objectives of the study/clinical trial are clear from the description of the PMR/PMC.
The applicant has adequately justified the choice of milestone dates.
The applicant has had sufficient time to review the PMR/PMC, ask questions, determine feasibility, and contribute
to the development process.
2.

(If the PMR/PMC is a randomized controlled clinical trial) The following ethical considerations were made
with regard to:


There is a significant question about the public health risks of the drug.



There is not enough existing information to assess the public health risks of the drug.



Information about the public health risks cannot be gained through a different kind of investigation.



The trial will be appropriately designed to answer question about a drug’s efficacy or safety.

8

This section is completed by the PMR/PMC Development Coordinator, who is usually the OND division’s Deputy Director for Safety (DDS). See
DEFINITIONS section of CDER MAPP 6010.9, Procedures and Responsibilities for Developing Postmarketing Requirements and Commitments.
9

See POLICY section of CDER MAPP 6010.9.
7
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3.

The trial will emphasize minimizing the risk minimization for participants as the protocol is developed.

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.

8
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REGULATORY PROJECT MANAGER
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW
OF THE PRESCRIBING INFORMATION
Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements
Application: NDA 208399
Application Type: New NDA
Drug Name(s)/Dosage Form(s): Varubi (roalpitant) injectable emulsion
Applicant: Tesaro, Inc.
Receipt Date: March 11, 2016
Goal Date: January 11, 2017

1. Regulatory History and Applicant’s Main Proposals
On March 11, 2016, Tesaro submitted NDA 208399 rolapitant injection. This 505(b)(1) NDA is the I.V.
formulation of Varubi (rolapitant) tablets (NDA 206500 Varubi (rolapitant) tablets was approved on
September 1, 2015).
 Proposed indication: Prevention of delayed nausea and vomiting associated with initial and repeat
courses of emetogenic cancer chemotherapy, including, but not limited to, highly emetogenic
chemotherapy (identical to NDA 206500 Varubi (rolapitant tablets))
 Clinical program is supported by a BA/BE study (comparing rolapitant 200 mg tablet to 185 mg
I.V.).

2. Review of the Prescribing Information
This review is based on the applicant’s submitted Word format of the prescribing information (PI).
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this
review).

3. Conclusions/Recommendations
SRPI format deficiencies were identified in the review of this PI. For a list of these deficiencies, see
Section 4 of this review.
All SRPI format deficiencies of the PI will be conveyed to the applicant in the 74-day letter. The
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by June 24,
2016. The resubmitted PI will be used for further labeling review.

4. Selected Requirements of Prescribing Information
The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR
201.56 and 201.57) and guidances.

Reference ID: 4170437

Selected Requirements of Prescribing Information
Required (if no contraindications must state “None.”)
 Contraindications
Not required by regulation, but should be present
 Warnings and Precautions
Required
 Adverse Reactions
Optional
 Drug Interactions
Optional
 Use in Specific Populations
 Patient Counseling Information Statement Required
Required
 Revision Date
* RMC only applies to five labeling sections in the FPI: BOXED WARNING, INDICATIONS AND USAGE,
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.

Comment:
HIGHLIGHTS DETAILS
Highlights Heading
YES

YES

8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING
INFORMATION” must be bolded and should appear in all UPPER CASE letters.
Comment:
Highlights Limitation Statement
9. The bolded HL Limitation Statement must include the following verbatim statement: “These
highlights do not include all the information needed to use (insert NAME OF DRUG
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF
DRUG PRODUCT).” The name of drug product should appear in UPPER CASE letters.
Comment:

Product Title in Highlights
YES 10. Product title must be bolded.
Comment:
Initial U.S. Approval in Highlights
YES 11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S.
Approval:” followed by the 4-digit year.
Comment:

N/A
N/A

N/A

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.
Comment:
13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words
to identify the subject of the warning. Even if there is more than one warning, the term
“WARNING” and not “WARNINGS” should be used. For example: “WARNING: SERIOUS
INFECTIONS and ACUTE HEPATIC FAILURE”. If there is more than one warning in the
BW title, the word “and” in lower case can separate the warnings. The BW title should be
centered.
Comment:
14. The BW must always have the verbatim statement “See full prescribing information for
complete boxed warning.” This statement must be placed immediately beneath the BW title,
SRPI version 6: February 2016
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N/A

NO

NO

NO

NO

YES

YES

and should be centered and appear in italics.
Comment:
15. The BW must be limited in length to 20 lines. (This includes white space but does not include
the BW title and the statement “See full prescribing information for complete boxed
warning.”)
Comment:
Recent Major Changes (RMC) in Highlights
16. RMC pertains to only five sections of the FPI: BOXED WARNING, INDICATIONS AND
USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS
AND PRECAUTIONS. Labeling sections for RMC must be listed in the same order in HL as
they appear in the FPI.
Comment: Addition to Dosage and Administration section need to be listed under RMC.
17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected
by the recent major change, together with each section’s identifying number and date
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.”
Comment: List the Dosage and Administration under RMC, and also list its section/subsection
heading, and the date (month/year) on which the change was incorporated.
18. A changed section must be listed under the RMC heading for at least one year after the date of
the labeling change and must be removed at the first printing subsequent to the one year period.
(No listing should be one year older than the revision date.)
Comment: Addition to Dosage and Administration section need to be listed under RMC for at
least one year.

Dosage Forms and Strengths in Highlights
19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted
headings should be used.
Comment: Use bulleted headings when listing more than one dosage form
Contraindications in Highlights
20. All contraindications listed in the FPI must also be listed in HL. If there is more than one
contraindication, each contraindication should be bulleted. If no contraindications are known,
must include the word “None.”
Comment:
Adverse Reactions in Highlights
21. For drug products other than vaccines, the verbatim bolded statement must be present: “To
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at
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(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.”
Comment:
Patient Counseling Information Statement in Highlights
YES 22. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:
If a product does not have FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION
If a product has (or will have) FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling
 See 17 for PATIENT COUNSELING INFORMATION and Medication Guide
Comment:

YES

Revision Date in Highlights
23. The revision date must be at the end of HL, and should be bolded and right justified (e.g.,
“Revised: 8/2015 ”).
Comment:
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Contents: Table of Contents (TOC)
See Appendix for a sample tool illustrating Table of Contents format.
24. The TOC should be in a two-column format.
Comment:
YES 25. The following heading must appear at the beginning of the TOC: “FULL PRESCRIBING
INFORMATION: CONTENTS.” This heading should be in all UPPER CASE letters and
bolded.
Comment:
N/A 26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of
the TOC in UPPER CASE letters and bolded.
Comment:
YES 27. In the TOC, all section headings must be bolded and should be in UPPER CASE.
Comment:
YES 28. In the TOC, all subsection headings must be indented and not bolded. The headings should be in
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and
articles (a, an, the), or conjunctions (or, and)].
Comment:
YES 29. The section and subsection headings in the TOC must match the section and subsection headings
in the FPI.
Comment:
YES 30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI,
the numbering in the TOC must not change. The heading “FULL PRESCRIBING
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement
must appear at the end of the TOC: “*Sections or subsections omitted from the full prescribing
information are not listed.”
Comment:
YES

SRPI version 6: February 2016
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Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION: GENERAL FORMAT
YES

31. The bolded section and subsection headings in the FPI must be named and numbered in
accordance with 21 CFR 201.56(d)(1) as noted below. (Section and subsection headings should
be in UPPER CASE and title case, respectively.) If a section/subsection required by regulation
is omitted, the numbering must not change. Additional subsection headings (i.e., those not
named by regulation) must also be bolded and numbered.
BOXED WARNING
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
6 ADVERSE REACTIONS
7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use
“Labor and Delivery”)
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use
“Nursing Mothers”)
8.4 Pediatric Use
8.5 Geriatric Use
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

YES

Comment:
32. The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier. The entire cross-reference should be in italics and
enclosed within brackets. For example, “[see Warnings and Precautions (5.2)].”
Comment:
SRPI version 6: February 2016
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NO

33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked
with a vertical line on the left edge.
Comment: For the new section added to Dosage and Administration section, add a vertical line
on the left edge.
FULL PRESCRIBING INFORMATION DETAILS
FPI Heading

YES

N/A
N/A

N/A

YES

34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must
appear at the beginning of the FPI, and should be in UPPER CASE.
Comment:
BOXED WARNING Section in the FPI
35. All text in the BW should be bolded.
Comment:
36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words
to identify the subject of the warning. (Even if there is more than one warning, the term,
“WARNING” and not “WARNINGS” should be used.) For example: “WARNING:
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”. If there is more than one
warning in the BW title, the word “and” in lower case can separate the warnings.
Comment:
CONTRAINDICATIONS Section in the FPI
37. If no Contraindications are known, this section must state “None.”
Comment:
ADVERSE REACTIONS Section in the FPI
38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection), the following verbatim statement (or appropriate modification) should
precede the presentation of adverse reactions from clinical trials:
“Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.”
Comment:

N/A

39. When postmarketing adverse reaction data are included (typically in the “Postmarketing
Experience” subsection), the following verbatim statement (or appropriate modification) should
precede the presentation of adverse reactions:
“The following adverse reactions have been identified during post-approval use of (insert drug
name). Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.”
Comment:
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PATIENT COUNSELING INFORMATION Section in the FPI
YES 40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING
INFORMATION). The reference statement should appear at the beginning of Section 17 and
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for
Use, or Medication Guide). Recommended language for the reference statement should include
one of the following five verbatim statements that is most applicable:


Advise the patient to read the FDA-approved patient labeling (Patient Information).



Advise the patient to read the FDA-approved patient labeling (Instructions for Use).



Advise the patient to read the FDA-approved patient labeling (Patient Information and
Instructions for Use).



Advise the patient to read the FDA-approved patient labeling (Medication Guide).



YES

Advise the patient to read the FDA-approved patient labeling (Medication Guide and
Instructions for Use).
Comment:
41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING
INFORMATION). All FDA-approved patient labeling must appear at the end of the PI upon
approval.
Comment:
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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 Initiatives
Division of Medical Policy Programs
PATIENT LABELING REVIEW
Date:

September 25, 2017

To:

Donna Griebel, MD
Director
Division of Gastroenterology and Inborn Errors
Products (DGIEP)

Through:

LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling
Division of Medical Policy Programs (DMPP)
Sharon Williams, MSN, BSN, RN
Acting Senior Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

From:

Nyedra W. Booker, PharmD, MPH
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)
Meeta Patel, Pharm.D.
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject:

Review of Patient Labeling: Patient Package Insert (PPI)

Drug Name (established
name):

VARUBI (rolapitant)

Dosage Form and Route: injectable emulsion, for intravenous use
Application
Type/Number:

NDA 208399

Applicant:

TESARO, Inc.

Reference ID: 4157825

1

INTRODUCTION
On April 25, 2017 TESARO, Inc. resubmitted for the Agency’s review a 505(b)
New Drug Application (NDA) 208399 for VARUBI (rolapitant) injectable emulsion,
for intravenous use. NDA 208399 was originally submitted on March 11, 2016, but
was issued a Complete Response (CR) letter by the Agency on January 11, 2017,
citing Chemistry, Manufacturing, and Control (CMC) deficiencies.
VARUBI (rolapitant) tablets, for oral use (NDA 206500) was approved on
September 1, 2015. The proposed indication for VARUBI (rolapitant) injectable
emulsion, for intravenous use, is for use in combination with other antiemetic agents
in adults for the prevention of delayed nausea and vomiting associated with initial
and repeat courses of emetogenic cancer chemotherapy, including, but not limited to,
highly emetogenic chemotherapy.
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 Gastroeneterology and Inborn Errors Products (DGIEP)
on May 12, 2017 for DMPP and OPDP to review the Applicant’s proposed Patient
Package Insert (PPI) for VARUBI (rolapitant) injectable emulsion, for intravenous
use.

2

MATERIAL REVIEWED
• Draft VARUBI (rolapitant) injectable emulsion, for intravenous use PPI received
on April 25, 2017 and received by DMPP and OPDP on September 13, 2017.
• Draft VARUBI (rolapitant) injectable emulsion, for intravenous use Prescribing
Information (PI) received on April 25, 2017, revised by the Review Division
throughout the review cycle, and received by DMPP and OPDP on September 13,
2017.
• Approved VARUBI (rolapitant) tablets, for oral use comparator labeling dated
September 1, 2015.

3

REVIEW METHODS
To enhance patient comprehension, materials should be written at a 6th to 8th grade
reading level, and have a reading ease score of at least 60%. A reading ease score of
60% corresponds to an 8th grade reading level.
Additionally, 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 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. We have reformatted the PPI document
using the Arial font, size 10.
In our collaborative review of the PPI we have:

Reference ID: 4157825

4

•

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)

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.

3 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:

September 25, 2017

Requesting Office or Division:

Division of Gastroenterology & Inborn Error Products
(DGIEP)

Application Type and Number:

NDA 208399

Product Name and Strength:

Varubi (rolapitant) injectable emulsion, 166.5 mg/92.5 mL
(1.8 mg/mL)

Applicant/Sponsor Name:

Tesaro

Submission Date:

September 18, 2017

OSE RCM #:

2017-919-1

DMEPA Safety Evaluator:

Matthew Barlow, RN, BSN

DMEPA Team Leader:

Sarah K. Vee, PharmD

1 PURPOSE OF MEMO
DGIEP requested that we review the revised carton labeling and container labels for Varubi
(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.a
2
CONCLUSION
The revised carton labeling and container label for Varubi is not acceptable from a medication
error perspective. The Applicant removed the strength statement, which is a required
information. Thus, we recommend that the strength statement be displayed as 166 mg/92.5 mL
(1.8 mg/mL) as in the previous label and labeling.
3 RECOMMENDATIONS FOR APPLICANT
We recommend the following be implemented prior to approval of this NDA:
A. Add the strength statement below the dosage form (166 mg/92.5 mL (1.8 mg/mL) as it
was dispalyed on the previous container label and carton labeling.
Barlow M. Label and Labeling Review for Varubi (NDA 208399). Silver Spring (MD): FDA, CDER, OSE, DMEPA (US);
2017 AUG 30. RCM No.: 2017-919.
a

1
1 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
September 2017

Proposed Dosing regimen: Single IV infusion over 30 minutes, prior to initiation of
chemotherapy.
Consult Request: DGIEP requests DPMH assistance in review of the resubmitted
application and participation in the labeling discussions.
Materials Reviewed:
 Division of Pediatric and Maternal Health (DPMH) consult request (May 12, 2017)
 Applicant’s proposed labeling (April 25, 2017)
 Prior DPMH review for IV rolapitant (NDA 208399) dated December 6, 2016
Agreed upon initial Pediatric Study Plan for rolapitant under IND 117307 (December
16, 2015)

Regulatory History for this Application
On January 11, 2017, DGIEP issued a Complete Response to the applicant because of the
(b) (4)
following: (1) process deficiencies in the originally proposed
manufacturing
site; (2) inadequate development and validation of the proposed in vitro drug release
methods; and (3) lack of a bridge between the “to be marketed” emulsion from a new
(b) (4)
site (which was added during the review cycle) and the emulsion used in the
human pharmacokinetic (PK) studies to support the NDA submission.1 (See the prior
DPMH review for IV rolapitant [NDA 208399] dated December 6, 2016 for further
detailed background information.)
On April 25, 2017, the sponsor resubmitted their application. DGIEP requested the
assistance of the DPMH-Pediatrics team with review of the resubmission and providing
labeling recommendations for pediatric use.
The oral tablet dosage form of rolapitant (NDA 206500) was approved on September 1,
2015 for the same indication as being proposed for the new IV dosage form (i.e., use in
combination with other antiemetic agents in adults for the prevention of delayed nausea
and vomiting associated with initial and repeat courses of emetogenic cancer
chemotherapy, including, but not limited to, highly emetogenic chemotherapy). At that
time, the following pediatric study requirements were issued for patients 0 to 17 years of
age:
2879-1

1

A Good Laboratory Practice (GLP) toxicology study in juvenile rats

January 11, 2017 Division Director Summary Review of NDA 208399 in DARRTS
Page 2 of 6

Reference ID: 4156530

Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
September 2017

2879-2

A dose-ranging study assessing the pharmacokinetics, safety, tolerability, and
effectiveness of Varubi (rolapitant) in pediatric patients ages 0-17 years old

2879-3

A study to evaluate the efficacy and safety of a single oral dose of Varubi
(rolapitant) in pediatric patients ages 0-17 years old

Juvenile Toxicity Findings
The applicant conducted a juvenile rat toxicity study to fulfill PMR 2879-1 for the
approved oral dosage form. The animals received oral rolapitant from postnatal day 7
through postnatal day 70 (equivalent to the human age of newborn to 16 years). The
applicant found that rolapitant caused a delay in the attainment of balanopreputial
separation in males and acceleration of the attainment of vaginal patency in females at
22.5 and 45 mg/kg/day (approximately 1.3 and 2.6 times, respectively, the recommended
IV human dose on a body surface area basis). Additionally, treated males and females
were mated following a 2-week wash-out period after the last dose, and early embryonic
toxicity was observed at 22.5 and 45 mg/kg/day (approximately 1.3 and 2.6 times,
respectively, the recommended intravenous human dose on a body surface area basis).
Furthermore, there were lower mean numbers of implantation sites, corpora lutea, and
mean number of viable embryos at these doses when compared to control.
According to the applicant, preliminary results of the rolapitant IV GLP juvenile rat study
appear to confirm the findings of the oral study. The applicant contends the lower
severity of the findings observed in the IV study is likely associated with lower rolapitant
exposures than in the oral study.
DPMH Comments: The observed adverse effects on sexual development and fertility
appear to be product-specific findings unique to juvenile animals. Similar findings were
not observed in the juvenile toxicity studies of other products in this class or in adult
nonclinical studies with rolapitant.
The applicant believes the findings in the oral GLP study warrant further investigations to
support the safety of rolapitant administration to pediatric patients and to determine
whether the findings are limited to exposure during restricted periods of juvenile
development. To safely provide rolapitant to the largest pediatric population possible, the
applicant is proposing to perform one additional preclinical rat study in which rats will be
dosed during the entire period corresponding to human pediatric development. Dosing in
the proposed additional study will be segmented so that animals would be administered
rolapitant during definite periods of development corresponding to the age of different
(b) (4)
pediatric populations. The applicant plans to
to
Page 3 of 6
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Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
September 2017

maximize penetration of the findings. The applicant is proposing to delay initiation of
dosing in pediatric patients, pending data from the additional rat study which can be used
to define the appropriate age cohorts for the clinical study.
DPMH Comments: Based on the adverse effects observed with sexual development and
fertility in the juvenile toxicity studies with oral and IV rolapitant, DPMH agrees that
further studies should be conducted to better elucidate the risk for pediatric patients
prior to initiating the pediatric Varubi clinical program. We agree with the applicant’s
proposal to conduct a segmented dosing toxicology study in juvenile rats in which dosing
will be divided in segments to cover defined periods of animal development
corresponding to the age of different pediatric populations. Whereas the animals in the
original oral juvenile toxicity study were dosed during the entire period of development
(postnatal day 7 to 70), this segmented dosing toxicology study would be able to
determine whether the findings are limited to exposure during restricted periods of
juvenile development and identify the appropriate age cohorts for the pediatric clinical
(b) (4)
study. DPMH agrees that
in all
segment-groups will help maximize the potential to observe adverse findings. The
segmented study will be conducted in the following groups:
(b) (4)

Pediatric clinical trials should not be initiated until this additional confirmatory
segmented dose toxicology study has been conducted and reviewed to inform the risks of
product use in pediatric patients. DPMH recommends the following postmarketing
requirements (PMRs) be issued under the Pediatric Research Equity Act for this IV
dosage form:
NONCLINICAL STUDIES
I. Confirmatory GLP toxicology study in juvenile animals
Report Submission: 12/2017
II. GLP segmented dosing toxicology study in juvenile rats
Protocol submission: 03/2018
Study completion: 11/2018
Report Submission: 03/2019

Page 4 of 6
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Division of Pediatric and Maternal Health Review
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CLINICAL STUDIES
I. Clinical effectiveness, safety and PK study
Protocol Submission: 12/2019
Study Completion: 06/2024
Study Submission: 10/2024
DGIEP discussed these PREA PMRs with the Pediatric Review Committee (PeRC) on
September 20, 2017. The PeRC recommended the pediatric clinical trial protocol be
submitted earlier (e.g. January 2019) but otherwise agreed with DGIEP’s plan.
DPMH Review of Labeling:
The DPMH-Pediatrics team labeling review will focus on edits to subsection 8.4
(Pediatric Use). The DPMH-Maternal Health team will provide labeling
recommendations for pregnancy and lactation (subsections 8.1 and 8.2) in a separate
review.
Pediatric Use Labeling:
The Pediatric Use subsection must describe what is known and unknown about use of the
drug in the pediatric population, including limitations of use, and must highlight any
differences in efficacy or safety in the pediatric population versus the adult population.
For products with pediatric indications, the pediatric information must be placed in the
labeling as required by 21 CFR 201.57(c)(9)(iv). This regulation describes the
appropriate use statements to include in labeling based on findings of safety and
effectiveness in the pediatric use population. (Also see draft Guidance for Industry and
Review Staff Pediatric Information Incorporated Into Human Prescription Drug and
Biological Products Labeling, February, 2013.)
Sponsor’s proposed labeling dated April 25, 2017:
8.4 Pediatric Use
Safety and efficacy of VARUBI have not been established in pediatric patients.

Discussion on Pediatric Labeling Recommendations:
Rolapitant injectable emulsion has not been studied in pediatric patients and will not be
approved for use in this population. However, the juvenile toxicity findings should be
described in the Pediatric Use section of labeling and updated when further information is
available from the ongoing and planned studies.

Page 5 of 6
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NDA 208399

Division of Pediatric and Maternal Health Review
September 2017

8.4 Pediatric Use
Safety and efficacy of VARUBI have not been established in pediatric patients.
In non-clinical studies, sexual development and fertility of juvenile rats (human
age equivalent of birth to 16 years) was affected following oral administration of
VARUBI, as described below in Juvenile Animal Toxicity Data.
Juvenile Animal Toxicity Data
In an oral juvenile toxicity study in rats the animals received rolapitant at dose
levels of 11.3, 22.5 and 45 mg/kg/day from postnatal Day 7 through PND 70
(equivalent human age of newborn to 16 years), rolapitant caused a delay in the
attainment of balanopreputial separation in males and acceleration of the
attainment of vaginal patency in females at 22.5 and 45 mg/kg/day
(approximately 1.3 and 2.6 times, respectively, the recommended intravenous
human dose on a body surface area basis). Treated males and females were mated
following a 2-week wash-out period after the last dose. Early embryonic toxicity
was observed at 22.5 and 45 mg/kg/day (approximately 1.3 and 2.6 times,
respectively, the recommended intravenous human dose on a body surface area
basis). There were lower mean numbers of implantation sites, corpora lutea, and
mean number of viable embryos at these doses when compared to control.

Conclusion:
Labeling recommendations for the Pediatric Use subsection were provided based on 21
CFR 201.57(c)(9)(iv). The pediatric PMRs should include the same requirements
issued for oral rolapitant (i.e., a juvenile toxicity study, a dose-ranging pharmacokinetic
study and efficacy and safety study in patients 0 to 17 years of age), in addition to a
segmented dose toxicology study in juvenile rats.
DPMH reviewed the applicant’s draft labeling and participated in the internal meetings
between July 2017 and September 2017. DPMH also assisted DGIEP to prepare for
discussion of the planned PREA PMRs with the PeRC. DPMH’s input will be reflected
in the final labeling and the approval letter. Final labeling will be negotiated with the
applicant and may not fully reflect changes suggested here.
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FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

****Pre-decisional Agency Information****
Memorandum
Date:

September 21, 2017

To:

Mary Chung, Pharm.D., Senior Regulatory Project Manager, (DGIEP)

From:

Meeta Patel, Pharm.D., Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

CC:

Kathleen Klemm, Team Leader, OPDP

Subject:

OPDP Labeling Comments for VARUBI (rolapitant) injectable emulsion,
for intravenous use

NDA:

208399

In response to DGIEP consult request dated May 12, 2017, OPDP has reviewed the proposed
product labeling (PI), and patient package insert (PPI for the original NDA submission for
Varubi.
OPDP’s comments on the proposed labeling are based on the draft PI and PPI received by
electronic mail from DGIEP on September 13, 2017. We have no comments on the proposed
PI.
A combined OPDP and Division of Medical Policy Programs (DMPP) review will be completed,
and comments on the proposed PPI will be sent under separate cover.
Thank you for your consult. If you have any questions, please contact Meeta Patel at (301)
796-4284 or meeta.patel@fda.hhs.gov.
22 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Materials Reviewed:
 DPMH consult request dated May 12, 2017, DARRTS Reference ID 4097752.
 Sponsor’s submitted background package for NDA 208399 for Varubi (rolapitant)
injection, originally submitted as SD#1 on March 11, 2016.
 Applicant’s literature review and summary of pharmacovigilance database submitted
as SD#4 on April 28, 2016.
 DPMH consult review of Varubi (rolapitant hydrochloride) Tablets, NDA 206500.
Miriam Dinatale, D.O. May 5, 2015, DARRTS Reference ID 3746601.
 DPMH consult review of Varubi (rolapitant hydrochloride) injection, NDA 208399.
Jane Liedtka, M.D. November 30, 2016. DARRTS Reference ID 4021023.
Consult Question:
DGIEP requests DPMH’s assistance with the review of the resubmitted application and
label.
BACKGROUND











On March 11, 2016, Tesaro, Inc, submitted a 505 (b) (1) new drug application (NDA)
208399 for Varubi (rolapitant) injectable emulsion.
Varubi is a Neurokinin 1 (NK1) receptor antagonist and has a proposed indication of
prevention of delayed nausea and vomiting associated with initial and repeat courses
of emetogenic cancer chemotherapy.
An oral formulation of rolapitant was approved in the U.S. on September 1, 2015.
DGIEP originally consulted DPMH on March 28, 2016, to provide input for
appropriate labeling of the pregnancy and lactation sections of Varubi (rolapitant
hydrochloride) injectable emulsion, for intravenous use labeling.
On January 11, 2017, DGIEP issued a complete response to NDA 208399.
On April 25, 2017, the Applicant resubmitted NDA 208399
DGIEP reconsulted DPMH on May 12, 2017. Initially it appeared that the Maternal
Health Consult archived in DARRTS on November 30, 2016 would be sufficient to
address the needs of DGIEP with regard to PLLR conversion.
On August 18, 2017, the pediatric team notified the maternal health team that a new
issue had come up that might affect PLLR Section 8 labeling for this product. The
results of a juvenile animal study showed effects on female fertility that might require
inclusion in Section 8.
Discussion with Miriam Dinatale, D.O., the author of the original DPMH review for
Varubi tablets (dated May 5, 2015), revealed that there had been discussion of
including Section 8.3 in the original labeling to document the findings of the adult
fertility study which were as follows
In a fertility and early embryonic development study in female rats,
rolapitant at an oral dose of 9 mg/kg per day (approximately 0.5 times the
recommended intravenous human dose on a body surface area basis)
caused a transient decrease in maternal body weight gain and increases in
the incidence of pre- and post-implantation loss. At a rolapitant dose of 4.5
mg/kg per day (approximately 0.2 times the recommended intravenous
human dose on a body surface area basis), there were slight decreases in
the number of corpora lutea and implantation sites. Rolapitant did not
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affect the fertility or general reproductive performance of male rats at
doses up to 90 mg/kg per day (approximately 5.2 times the recommended
intravenous human dose on a body surface area basis).



At the time of that original review it was unclear whether these changes were
clinically relevant and the decision was made to include them only in Section 13 of
labeling and to omit Section 8.3.
Discussion with the pharmacology/toxicology team leader was held on 8/24/17. It
was determined at that telecon, that the new results for the juvenile tox study would
be included in Section 8.4 of labeling for Varubi (rolapitant) injectable emulsion as
follows
In an oral juvenile toxicity study in rats the animals received rolapitant at
dose levels of 11.3, 22.5 and 45 mg/kg/day from postnatal Day 7 through
PND 70 (equivalent age of XX), rolapitant caused a delay in the
attainment of balanopreputial separation in males and acceleration of the
attainment of vaginal patency in females at 22.5 and 45 mg/kg/day
(approximately 1.2 and 2.4 times, respectively, the recommended human
dose on a body surface area basis). Treated males and females were mated
following a 2-week wash-out period after the last dose. Early embryonic
toxicity was observed at 22.5 and 45 mg/kg/day (approximately 1.2 and
2.4 times, respectively, the recommended human oral dose on a body
surface area basis). There were lower mean numbers of implantation sites,
corpora lutea, and mean number of viable embryos at these doses when
compared to control.
Given the similarity of the findings in juvenile female rats (decrease implantation
sites and corpora lutea) to those seen in the adult female rats in the original adult
fertility studies, DPMH reassessed the need to include an advisory of the possible
effect on adult female fertility in Section 8.3 of labeling. The inclusion of Section 8.3
was discussed with the division clinical team at a labeling meeting on 8/29/17 and the
clinical team agreed to add Section 8.3 to Varubi labeling. It was determined that no
additions to Section 8.1 or 8.2 were required based on this new information. See
previous DPMH reviews dated May 5, 20151 and November 30, 20162 for rationale
for labeling for sections 8.1 and 8.2. See below for DPMH proposed edits to Varubi
labeling.

LABELING RECOMMENDATIONS
DPMH added subsection 8.3 and information in section 17 to Varubi (rolapitant) labeling
(see below). DPMH refers to the final NDA action for final labeling.

1

DPMH consult review of Varubi (rolapitant hydrochloride) Tablets, NDA 206500. Miriam Dinatale, D.O.
May 5, 2015, DARRTS Reference ID 3746601
2
DPMH consult review of Varubi (rolapitant hydrochloride) injection, NDA 208399. Jane Liedtka, M.D.
November 30, 2016. DARRTS Reference ID 4021023.
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DPMH Proposed VARUBI (rolapitant) Pregnancy and Lactation Labeling
FULL PRESCRIBING INFORMATION
8 Use in Specific Populations
8.1 Pregnancy
Risk Summary
The limited data with VARUBI use in pregnant women are insufficient to inform a drug
associated risk of adverse developmental outcomes. In animal reproduction studies, there
were no adverse developmental effects observed with oral administration of rolapitant
hydrochloride in rats and rabbits during the period of organogenesis at doses up to 1.3
and 2.9-times, respectively, the maximum recommended human dose (MRHD) [see
Data].
The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 1520%, respectively.
Data
Animal Data
The potential embryo-fetal toxicity of rolapitant hydrochloride was assessed in pregnant
rats administered oral doses equivalent to up to 22.5 mg/kg per day rolapitant throughout
organogenesis. Rats administered doses equivalent to 13.5 or 22.5 mg/kg per day
rolapitant exhibited evidence of maternal toxicity including decreased body weight gain
and/or body weight
loss and a concomitant decrease in food consumption during the first
(b) (4)
week of dosing.
were observed at doses equivalent
to up to 22.5 mg/kg per day rolapitant (approximately 1.3 times the recommended
intravenous human dose on a body surface area basis). In rabbits administered rolapitant
hydrochloride throughout the period of organogenesis, oral doses equivalent to up to 27
mg/kg per day rolapitant (approximately 3 times the recommended intravenous human
dose on a body surface area basis) were without effects on the developing fetus.
The pre- and postnatal developmental effects of rolapitant hydrochloride were assessed in
rats administered oral doses equivalent to 2.25, 9 or 22.5 mg/kg per day rolapitant during
the periods of organogenesis and lactation. Maternal toxicity was evident based on
mortality/moribund condition, decreased body weight and food consumption, total litter
loss, prolonged parturition, decreased length of gestation, and increased number of
unaccounted for implantation sites at a dose equivalent to 22.5 mg/kg per day
(approximately 1.3 times the recommended intravenous human dose on a body surface
area basis). Effects on offspring at this dose included decreased postnatal survival, and
decreased body weights and body weight gain, and may be related to the maternal
toxicity observed. At a maternal dose equivalent to 9 mg/kg per day rolapitant
(approximately 0.5 times the recommended intravenous human dose on a body surface
area basis), there was a decrease in memory in female pups in a maze test and a decrease
in pup body weight.
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8.2 Lactation
Risk Summary
There are no data on the presence of rolapitant in human milk, the effects of rolapitant in
the breastfed infant, or the effects of rolapitant on milk production. Rolapitant
hydrochloride administered orally to lactating female rats was present in milk [see Data].
The developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for VARUBI and any potential adverse effects on the breastfed
infant from VARUBI or from the underlying maternal condition or the use of
concomitant chemotherapy.
Data
Radioactivity from labeled [14C] rolapitant hydrochloride was transferred into milk of
lactating rats following a single oral dose equivalent to 22.5 mg/kg rolapitant, and the
maximum radioactivity in milk was observed at 12 hours post-dose. The mean
milk/plasma radioactivity concentration ratios in dams at 1 to 48 hours post-dose ranged
from 1.24 to 3.25. Based on average daily consumption of milk (2 mL/day) and the
maximum milk radioactivity determined, pup exposure is expected to be 0.32% of the
orally administered dose.
8.3 Females and Males of Reproductive Potential
Infertility
Females
Based on animal fertility studies, Varubi may impair fertility in females of reproductive
potential. It is not known whether effects on fertility would be reversible [see Nonclinical
Toxicology (13.1)].
17 PATIENT COUNSELING INFORMATION


Infertility
o Advise females of reproductive potential that VARUBI may impair fertility
[see Use in Specific Populations (8.3) and Nonclinical Toxicology (13.1)].
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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:

August 30, 2017

Requesting Office or Division:

Division of Gastroenterology & Inborn Error Products (DGIEP)

Application Type and Number:

NDA 208399

Product Name and Strength:

Varubi (rolapitant) injectable emulsion, 166.5 mg/92.5 mL
(1.8 mg/mL)

Product Type:

Single-Ingredient product

Rx or OTC:

Rx

Applicant/Sponsor Name:

Tesaro

Submission Date:

April 25, 2017

OSE RCM #:

2017-919

DMEPA Safety Evaluator:

Matthew Barlow, RN, BSN

DMEPA Team Leader:

Sarah K. Vee, PharmD
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1

REASON FOR REVIEW

This review is in response to a request from DGIEP for DMEPA to evaluate the Prescribing
Information (PI), carton label, and container for Varubi injectable emulsion submitted under
NDA 208399. The applicant submitted the proposed labels and labeling on April 25, 2017.
2

MATERIALS REVIEWED

We considered the materials listed in Table 1 for this review. The Appendices provide the
methods and results for each material reviewed.
Table 1. Materials Considered for this Label and Labeling Review
Appendix Section
(for Methods and Results)

Material Reviewed
Product Information/Prescribing Information

A

Previous DMEPA Reviews

B

Human Factors Study

C-N/A

ISMP Newsletters

D-N/A

FDA Adverse Event Reporting System (FAERS)*

E-N/A

Other

F-N/A

Labels and Labeling

G

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

3

OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

Varubi oral tablet was approved on September 1, 2015, under NDA 206500, for the prevention
of delayed nausea and vomiting associated with initial and repeat courses of emetogenic cancer
chemotherapy, including, but not limited to, highly emetogenic chemotherapy. The same
sponsor submitted NDA 208399, rolapitant injectable emulsion, on March 11, 2016 with the
same proposed indication as the currently marketed oral tablets. However, NDA 208399
received a complete response on January 11, 2017. Therefore, the sponsor resubmitted NDA
208399 on April 25, 2017, which included the proposed PI, carton labeling, and container label.
We performed a risk assessment of the submitted labels and labeling for areas of vulnerability
that may lead to medication errors. We note the proposed carton labeling and container labels
can be revised to increase clarity and understanding of important information. We note the
established name is not in parenthesis, which can be revised to fall in line with current display
standards. Also, we note the statement “single read-to-use vial” should be revised to “singledose vial” to increase emphasis and clarity of this important information. Additionally, we note
the Instructions for Administration information is on the back panel of the carton labeling. This
information could be revised to increase emphasis and understanding of this important
information. We provide recommendations in section 4.1 below.
2
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CONCLUSION & RECOMMENDATIONS

We note areas of the proposed labels and labeling that can be revised to improve the
prominence and clarity of important information.
4.1 RECOMMENDATIONS FOR TESARO
We recommend the following be implemented prior to approval of this NDA:
A. Carton Labeling and Container Labels
a. Revise the presentation of the established name to read:
Varubi
(rolapitant)
Injectable emulsion
b. Revise the statement “One single ready-to-use vial” to read as “One single-dose
vial” to emphasize this important administration informationa.
c. The drug barcode is often used as an additional verification before drug
administration in the inpatient setting; therefore it is an important safety feature
that should be part of the label whenever possible. Therefore, we request you
add the product barcode to each individual carton and container label as
required per 21CFR 201.25(c)(2) and resubmit the proposed labeling.
B. Carton Labeling
a. We recommend revising the “Instructions for Administration of Varubi Injectable
Emulsion” information on the back panel to increase emphasis and clarity of this
important information. We recommend this to be consistent throughout all
labeling:
 VARUBI injectable emulsion is homogeneous (no shaking
required) and translucent white in appearance.
 Inspect Varubi Injectable emulsion for particulate matter and
discoloration prior to administration; discard if present. Do not
use if contamination is suspected.
 Use and maintain aseptic technique while handling VARUBI
injectable emulsion.
 Administer the dose by inserting a vented intravenous set through
the septum of the vial. Once the stopper is punctured, use
immediately. Do not dilute Varubi injectable emulsion.
 Infuse 92.5 mL from the vial over 30 minutes.
 Varubi injectable emulsion is compatible with the following
intravenous fluids through a Y-site connection:
o Sodium chloride 0.9% injection, USP
o Dextrose 5% injection, USP

Draft Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize
Medication Errors. Food and Drug Administration. 2013. Available from
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf.
a

3
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o Dextrose 5% in Lactated Ringer’s injection, USP
o Lactated Ringer’s injection, USP

4
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APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED
APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Varubi that Tesaro submitted on April 25,
2017.
Table 2. Relevant Product Information for Varubi
Product

Varubi (NDA 208399)

Varubi (206500)

Initial Approval Date

N/A

September 1, 2015

Active Ingredient

rolapitant

Indication

indicated in combination with other antiemetic agents in
adults for the prevention of delayed nausea and vomiting
associated with initial and repeat courses of emetogenic
cancer chemotherapy, including, but not limited to, highly
emetogenic chemotherapy.

Route of Administration

Intravenous

Oral

Dosage Form

Injectable emulsion

Tablets

Strength

166.5 mg/92.5 mL (1.8
mg/mL)*
*Equivalent to 185 mg/92.5
mL (b)
(4) mg/mL) rolapitant
hydrochloride.
Administer prior to initiation
of each chemotherapy cycle,
but at no less than 2 week
cycles.
Day 1: 166.5 mg infused over
30 minutes.
supplied as a sterile,
translucent white
homogeneous emulsion that
has some opalescence. Each
stoppered vial delivers 166.5
mg/92.5 mL (1.8 mg/mL)
rolapitant.
Store at 20ºC - 25ºC (68ºF 77ºF); excursions permitted
to 15°C - 30°C (59°F - 86°F)
[see USP Controlled Room
Temperature].

90 mg

Dose and Frequency

How Supplied

Storage

5
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180 mg administered orally
within 2 hours prior to
initiation of chemotherapy.

available as film-coated,
capsule shaped, blue tablets,
debossed with T0101 on one
side and 100 on the other
side. Each tablet contains 90
mg rolapitant.
Store at 20ºC to 25ºC (68ºF
to 77ºF); excursions are
permitted between 15°C to
30°C (59°F to 86°F) [See USP
Controlled Room
Temperature].

Container Closure

One single ready-to-use vial.

6
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packaged in an Aclar blister
shell with aluminum foil
backing and supplied as
follows:
A single dose package (2
tablets as one set of twinned
blisters).

APPENDIX B. PREVIOUS DMEPA REVIEWS
On August 25, 2017, we searched DMEPA’s previous reviews using the terms, Varubi. Our
search identified no relevant reviews.
APPENDIX C. HUMAN FACTORS STUDY—N/A
APPENDIX D. ISMP NEWSLETTERS—N/A
APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)—N/A
APPENDIX F.—N/A

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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CSS Consult: NDA 208399 VARUBI Rolapitant injectable emulsion for IV administration

MEMORANDUM
Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research
*

Date:

Dec 6 2016

To:

Donna Griebel, M.D., Director
Division of Gastroenterology & Inborn Errors Products
(DGIEP)

Through:

Michael Klein, Ph.D., Director
Controlled Substance Staff

Through:

Martin Rusinowitz, M.D., Medical Officer
Controlled Substance Staff

Through:

Silvia Calderon, Ph.D., Pharmacologist
Controlled Substance Staff

From:

Alicja Lerner, M.D., Ph.D., Medical Officer
Controlled Substance Staff

Subject:

NDA 208399/IND 117307
Name: Rolapitant VARUBI
Indication: prevention of delayed nausea and vomiting associated with
initial and repeat courses of emetogenic cancer chemotherapy
Dosage: Emulsion for IV injection. Recommended adult dosage is 166.5
mg (equivalent to 185 mg of the rolapitant hydrochloride) administered
prior to chemotherapy
Company: Tesaro Inc.

Materials
reviewed:

NDA 208399 is in EDR (3/11/16)
Review CSS for Rolapitant tablets Dr. Kit Bonson
PDUFA date: 1/11/17
Table of Contents

I. BACKGROUND ..................................................................................................................................................1
II. CONCLUSIONS .................................................................................................................................................2
III. RECOMMENDATIONS ..................................................................................................................................2
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CSS Consult: NDA 208399 VARUBI Rolapitant injectable emulsion for IV administration
I. BACKGROUND
This memorandum responds to a consult request from the Division of Gastroenterology & Inborn
Errors Products (DGIEP) to review abuse potential section for Rolapitant IV formulation (NDA
208399) was submitted under Section 505(b) of the Federal Food Drug and Cosmetic Act and
Section 314.50 with the Reference Listed Drug Rolapitant tablets (NDA 206500).
Rolapitant (SCH 619734 hydrochloride
antagonist.

(b) (4)

is a competitive neurokinin-1 (NK-1) receptor

Tesaro submitted NDA 208399 rolapitant injection with the same proposed indication for the IV dosage
form as rolapitant oral tablets.

Rolapitant (VARUBI™) oral tablets 100 and 200 mg were approved under NDA 206500 on Sep
1 2015. Rolapitant is not a scheduled substance under the Controlled Substances Act (CSA).
Dependence and withdrawal following administration of rolapitant were not evaluated.

The Sponsor anticipates that rolapitant injectable emulsion for IV administration will have the same
indication and dosing frequency, which is more than once every 2 weeks and it will be identical to
that of the previously approved rolapitant tablets for oral use.

The clinical development program for rolapitant IV formulation contained in the current NDA
consists of 4 Phase 1 studies which were conducted in 350 healthy subjects:
• Pivotal Bioequivalence Study # PR-11-5016-C: single-dose BE study of rolapitant oral (200
mg) and rolapitant IV (185 mg) in healthy subjects
• Dose Escalation Study # PR-11-5022-C: Single ascending doses (225 mg, 250 mg, 275 mg,
and 300 mg)
• Study # PR-11-5012-C: Single ascending doses (20, 50, 100, 150, 185, and 200 mg) and
multiple ascending doses (×10 days; 20, 40 and 60 mg daily)
• Drug-Drug Interaction Study # PR-11-5021-C: orally administered P-gp, BCRP, and CYP
probe substrates in the presence and absence of a single dose of 185 mg rolapitant IV
II. CONCLUSIONS
1. Rolapitant (tablet form) which was approved on Sep 1 2015, is not a scheduled substance
under the Controlled Substances Act (CSA). Therefore, the new formulation Rolapitant
IV which was submitted under section 505 (b) will not be scheduled as there was no new
data indicating increased abuse potential.
III. RECOMMENDATIONS
1. The Sponsor should continue to monitor for abuse, euphoria, hallucinations, dependence,
withdrawal, overdose, diversion, misuse and any inappropriate use of the tablet and other
approved formulations.
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MEMORANDUM
LABEL AND LABELING REVIEW MEMO
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 7, 2016

Requesting Office or Division:

Division of Gastroenterology and Inborn Error Products
(DGIEP)

Application Type and Number:

NDA 208399

Product Name and Strength:

Varubi (rolapitant) Injectable Emulsion, 166.5 mg/92.5 mL
(1.8 mg/mL)

Submission Date:

Prescribing information (March 11, 2016)
Carton and container labels (November 17, 2016)

Applicant/Sponsor Name:

Tesaro, Inc.

OSE RCM #:

2016-636

DMEPA Primary Reviewer:

Sherly Abraham, RPh

DMEPA Team Leader:

Mishale Mistry, PharmD, MPH

1 PURPOSE OF MEMO
DGIEP requested that we review the proposed prescribing information, container label and
carton labeling for Varubi to determine if it is acceptable from a medication error perspective.
2
CONCLUSION
DGIEP has decided to take a complete response (CR) for this application due to an inadequate
bridge between the manufacturing facilities. We are deferring our review of the labels and
labeling until the next review cycle.
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Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
December 2016

Materials Reviewed:
- Division of Pediatric and Maternal Health (DPMH) consult request (March
28, 2016)
- Sponsor’s proposed labeling (June 24, 2016)
- Prior DPMH review for oral rolapitant (IND 117307) dated December 18,
2015
- Agreed upon initial Pediatric Study Plan for rolapitant under IND 117307
(December 16, 2015)
Background:
Rolapitant injectable emulsion is a neurokinin 1 (NK1) antagonist with the proposed
indication of use in combination with other antiemetic agents in adults for the prevention
of delayed nausea and vomiting associated with initial and repeat courses of emetogenic
cancer chemotherapy, including, but not limited to, highly emetogenic chemotherapy.
Regulatory Background:
The oral tablet formulation of rolapitant (NDA 206500) was approved on September 1,
2015, at which time, the following pediatric study requirements were issued for patients 0
to 17 years of age:
2879-1

A Good Laboratory Practice (GLP) toxicology study in juvenile rats
Final Report Submission:
1/30/2017

2879-2

A dose-ranging study assessing the pharmacokinetics, safety, tolerability, and
effectiveness of Varubi (rolapitant) in pediatric patients ages 0-17 years old
Final Protocol Submission:
Study Completion:
Final Report Submission:

2879-3

2/28/2017
7/31/2020
11/30/2020

A study to evaluate the efficacy and safety of a single oral dose of Varubi
(rolapitant) in pediatric patients ages 0-17 years old
Final Protocol Submission:
Study Completion:
Final Report Submission:

11/30/2020
04/30/2026
08/30/2026

The sponsor submitted an NDA for rolapitant injectable emulsion on March 11, 2016
with the same proposed indications as for the approved oral formulation. The submission
of this NDA triggers the requirement for a pediatric assessment under the Pediatric
Research and Equity Act (PREA) because the proposed drug product is a new dosage
form of rolapitant. The Agency issued an agreed upon initial Pediatric Study Plan (iPSP)
to the sponsor on December 16, 2015 that requested a deferral of studies in pediatric
patients (birth to 17 years of age). (See the prior DPMH consult review for rolapitant,
IND 117307 dated December 18, 2015 for further discussion on the pediatric
Page 2 of 4
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Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
December 2016

development plan.) Table 1 and Table 2 below provide a summary of all planned
nonclinical and clinical pediatric studies.1
Table 1:

Proposed Nonclinical Studies for rolapitant

PLANNED NONCLINICAL STUDIES
Species
Type of Study

Comments

Rat

Exploratory dose range
finding study (subcutaneous or IV
bolus injection)

Dose selection for the
confirmatory GLP study
(subcutaneous or IV
bolus injection)

Rat

Confirmatory GLP
toxicology study in juvenile animals
(subcutaneous or IV bolus injection)

To support IV clinical
use in children ages 0–18 yr)

Table 2:

Proposed Clinical Studies for rolapitant

PLANNED PEDIATRIC CLINICAL STUDIES
Pediatric PK/PD and Clinical Effectiveness Studies
Age Group
Type of Study
Comments
Part 1 and Part 2 Safety and Efficacy study
12 to <18 years (R, DB, AC)
6-<12 years
2-<6 years
0-<2 year

Part 1 will use 3 doses in all age cohorts based
on the results of the adult studies of rolapitant
po and iv as well as results from the GLP
toxicology study in juvenile animals. PK will be
confirmed in an initial cohort in each age group
under 12 years of age. Part 2 dose will be
determined from Part 1. The final protocol and
SAP will be submitted to the Agency for review
prior to conducting the trial.

PK = pharmacokinetics; PD = pharmacodynamics; R = randomized; DB = double-blind; AC =
active-controlled; SAP= statistical analysis plan

DGIEP requests DPMH-Pediatrics team assistance in providing labeling
recommendations for pediatric use, and preparing for the PeRC meeting.
DPMH Review of Labeling:
The DPMH-Pediatrics team labeling review will focus on edits to subsection 8.4
(Pediatric Use). The DPMH-Maternal Health team will provide labeling
recommendations for pregnancy and lactation (subsections 8.1 and 8.2) in a separate
review.
Pediatric Use Labeling:
The Pediatric Use subsection must describe what is known and unknown about use of the
drug in the pediatric population, including limitations of use, and must highlight any
differences in efficacy or safety in the pediatric population versus the adult population.
1

Agreed upon initial Pediatric Study Plan for rolapitant, IND 117307 (December 16, 2015)
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Rolapitant IV
NDA 208399

Division of Pediatric and Maternal Health Review
December 2016

For products with pediatric indications, the pediatric information must be placed in the
labeling as required by 21 CFR 201.57(c)(9)(iv). This regulation describes the
appropriate use statements to include in labeling based on findings of safety and
effectiveness in the pediatric use population. (Also see draft Guidance for Industry and
Review Staff Pediatric Information Incorporated Into Human Prescription Drug and
Biological Products Labeling, February, 2013.)
Sponsor’s proposed labeling dated June 24, 2016:
8.4 Pediatric Use
Safety and efficacy of VARUBI have not been established in pediatric patients.
Discussion on Pediatric Labeling Recommendations:
Rolapitant injectable emulsion has not been studied and is not approved for use in the
pediatric population. Furthermore, no safety concerns have been noted with the
nonclinical or adult clinical data that would preclude studies or use in pediatric patients.
Therefore, the proposed language for the Pediatric Use subsection is appropriate.
Conclusion:
The sponsor’s proposed labeling for the Pediatric Use subsection is appropriate based
on 21 CFR 201.57(c)(9)(iv). However, the division has decided to issue a Complete
Response (CR) because a relative bioavailability study is required to bridge changes in
the manufacturing facility and was not included in the NDA submission. Accordingly,
postmarketing requirements and final approved labeling will not be issued during this
review cycle.
DPMH reviewed the sponsor’s draft labeling and participated in the internal meeting
between April, 2016 and November, 2016. DPMH’s input will be reflected in the CR
letter.
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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 Initiatives
Division of Medical Policy Programs
REVIEW DEFERRAL MEMORANDUM
Date:

December 6, 2016

To:

Donna Griebel, MD
Director
Division of Gastroenterology and Inborn Errors
Products (DGIEP)

Through:

LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling
Division of Medical Policy Programs (DMPP)
Marcia Williams, PhD
Team Leader, Patient Labeling
Division of Medical Policy Programs (DMPP)

From:

Nyedra W. Booker, PharmD, MPH
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Subject:

Review Deferred: Patient Package Insert (PPI)

Drug Name (established
name):

VARUBI (rolapitant)

Dosage Form and Route: injectable emulsion, for intravenous use
Application
Type/Number:

NDA 208399

Applicant:

TESARO, Inc.

Reference ID: 4023134

1

INTRODUCTION
On March 11, 2016 TESARO, Inc. submitted for the Agency’s review a 505(b) New
Drug Application (NDA) 208399 for an IV formulation (injectable emulsion for
intravenous use) of VARUBI (rolapitant). VARUBI (rolapitant) tablets, for oral use
(NDA 206500) was approved on September 1, 2015. The proposed indication for
VARUBI (rolapitant) injectable emulsion is for use in combination with other
antiemetic agents in adults for the prevention of delayed nausea and vomiting
associated with initial and repeat courses of emetogenic cancer chemotherapy,
including, but not limited to, highly emetogenic chemotherapy.
On March 28, 2016, the Division of Gastroeneterology and Inborn Errors Products
(DGIEP) requested that the Division of Medical Policy Programs (DMPP) review the
Applicant’s proposed Patient Package Insert (PPI) for VARUBI (rolapitant)
injectable emulsion.

2

CONCLUSIONS
Due to outstanding Chemistry, Manufacturing, and Control (CMC) deficiencies,
DGIEP plans to issue a Complete Response (CR) letter. Therefore, DMPP defers
comment on the Applicant’s patient labeling at this time. A final review will be
performed after the Applicant submits a complete response to the Complete
Response (CR) letter. Please send us a new consult request at such time.
Please notify us if you have any questions.
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FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

****Pre-decisional Agency Information****
Memorandum
Date:

December 5, 2016

To:

Mary Chung, Pharm.D., Senior Regulatory Project Manager
Division of Gastroenterology and Inborn Errors Products (DGIEP)

From:

Adewale Adeleye, Pharm.D., MBA, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject:

NDA 208399 Rolapitant Hydrochloride Injectable Emulsion, for
Intravenous Use

OPDP acknowledges receipt of DGIEP’s March 28, 2016, consult request to
review the proposed product labeling (package insert and patient package insert)
for Rolapitant Hydrochloride Injectable Emulsion, for Intravenous Use.
Reference is made to DGIEP’s email to OPDP on December 2, 2016, conveying
that a Complete Response action will be taken and requesting that OPDP cancel
this consult request. Therefore, OPDP will provide comments regarding labeling
for this application during a subsequent review cycle. OPDP requests that
DGIEP submit a new consult request during the subsequent review cycle.
Thank you for the opportunity to comment on the proposed labeling.
If you have any questions, please contact Adewale Adeleye at 240-402-5039 or
adewale.adeleye@fda.hhs.gov.

1
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Materials Reviewed:
• DPMH consult request dated March 28, 2016, DARRTS Reference ID 3908527.
• Sponsor’s submitted background package for NDA 208399 for Varubi (rolapitant)
injection, originally submitted as SD#1 on March 11, 2016.
• Applicant’s literature review and summary of pharmacovigilance database
submitted as SD#4 on April 28, 2016.
• DPMH consult review of Varubi (rolapitant hydrochloride) Tablets, NDA
206500. Miriam Dinatale, D.O. May 5, 2015, DARRTS Reference ID 3746601.
Consult Question:
DGIEP requests DPMH’s assistance with the review of this application and label (PI).
BACKGROUND
On March 11, 2016, Tesaro, Inc., submitted a 505 (b)(1) new drug application (NDA)
208399 for Varubi (rolapitant) injectable emulsion. Varubi is a Neurokinin 1 (NK1)
receptor antagonist and has a proposed indication of prevention of delayed nausea and
vomiting associated with initial and repeat courses of emetogenic cancer chemotherapy.
An oral formulation of rolapitant was approved in the U.S. on September 1, 2015.
The Division of Gastroenterology and Inborn Errors Products (DGIEP) consulted the
Division of Pediatric and Maternal Health (DPMH) on March 28, 2016, to provide input
for appropriate labeling of the pregnancy and lactation sections of Varubi (rolapitant
hydrochloride) injectable emulsion, for intravenous use labeling.
Pregnancy and Lactation Labeling
On June 30, 2015, the “Content and Format of Labeling for Human Prescription Drug
and Biological Products; Requirements for Pregnancy and Lactation Labeling,” also
known as the Pregnancy and Lactation Labeling Rule (PLLR), went into effect. 1 The
PLLR requirements include a change to the structure and content of labeling for human
prescription drug and biologic products with regard to pregnancy and lactation, and
creates a new subsection for information with regard to females and males of
reproductive potential. Specifically, the pregnancy categories (A, B, C, D and X) will be
removed from all prescription drug and biological product labeling and a new format will
be required for all products that are subject to the 2006 Physicians Labeling Rule format
to include information about the risks and benefits of using these products during
pregnancy and lactation.

1

Content and Format of Labeling for Human Prescription Drug and Biological Products, Requirements for
Pregnancy and Lactation Labeling (79 FR 72063, December 4, 2014).
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DATA REVIEW
According to the Applicant,
There have been zero pregnancies reported from post-marketing
experience…There is no additional information on any of the previously
reported pregnancies from the clinical development program. 2
On November 22, 2016, DPMH conducted a search of published literature in
PubMed and Embase using the search terms “rolapitant and pregnancy,”
“rolapitant and pregnant women,” “rolapitant and pregnancy and birth defects,”
“rolapitant and pregnancy and congenital malformations,” “rolapitant and
pregnancy and stillbirth,” “rolapitant and spontaneous abortion,” “rolapitant and
pregnancy and miscarriage,” “rolapitant and breastfeeding or lactation,” and
“rolapitant and fertility or reproduction or sperm.” No published data regarding
the use of rolapitant during pregnancy or lactation were found; there were no
reports of adverse effects of rolapitant on fertility. DPMH also performed a search
of Medications and Mother’s Milk 3, Micromedex 4, and the Drugs and Lactation
Database (LactMed) 5. There were no reports of rolapitant use during lactation.
See DPMH consult review of Varubi (rolapitant hydrochloride) Tablets, NDA
206500. Miriam Dinatale, D.O. May 5, 2015, DARRTS Reference ID 3746601
for details of drug characteristics, nonclinical data regarding pregnancy, lactation
and fertility, and details of the two pregnancies originally reported from the
development program for the tablet formulation.
DISCUSSION/CONCLUSIONS
There is no new information available regarding rolapitant and pregnancy, lactation and
effects on fertility. The labeling language for Section 8 will be updated to the currently
recommended language for PLLR compliant labeling.
LABELING RECOMMENDATIONS
DPMH revised subsections 8.1 and 8.2 in Varubi (rolapitant) labeling for compliance
with the PLLR (see below). DPMH refers to the final NDA action for final labeling.

2

See DPMH consult review of Varubi (rolapitant hydrochloride) Tablets, NDA 206500. Miriam Dinatale,
D.O. May 5, 2015, DARRTS Reference ID 3746601.
3
Hale, Thomas, Ph.D. Medications and Mother’s Milk: A Manual of Lactational Pharmacology-2012, 15th
edition. Hale Publishing, L.P.
4
http://www micromedexsolutions.com/micromedex2/librarian/PFDefaultActionId/evidencexpert.DoIntegr
atedSearch#
5
The LactMed database is a National Library of Medicine (NLM) database with information on drugs and
lactation geared toward healthcare practitioners and nursing women. The LactMed database provides any
available information on maternal levels in breast milk, infant blood levels, any potential effects in the
breastfed infants, if known, as well as alternative drugs that can be considered. The database also includes
the American Academy of Pediatrics category indicating the level of compatibility of the drug with
breastfeeding. http://toxnet nlm nih.gov/cgi-bin/sis/htmlgen?LACT
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DPMH Proposed VARUBI (rolapitant) Pregnancy and Lactation Labeling
FULL PRESCRIBING INFORMATION
8 Use in Specific Populations
8.1 Pregnancy
Risk Summary
The limited data with VARUBI use in pregnant women are insufficient to inform a drug
associated risk of birth defects or miscarriage. In animal reproduction studies, there were
no adverse developmental effects observed with oral administration of rolapitant
hydrochloride in rats and rabbits during the period of organogenesis at doses up to 1.3
and 2.9-times, respectively, the maximum recommended human dose (MRHD) [see
Data].
The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 1520%, respectively.
Data
Animal Data
The potential embryo-fetal toxicity of rolapitant hydrochloride was assessed in pregnant
rats administered oral doses equivalent to up to 22.5 mg/kg per day rolapitant throughout
organogenesis. Rats administered doses equivalent to 13.5 or 22.5 mg/kg per day
rolapitant exhibited evidence of maternal toxicity including decreased body weight gain
and/or body weight loss and a concomitant decrease in food consumption during the first
(b) (4)
week of dosing.
were observed at doses equivalent
to up to 22.5 mg/kg per day rolapitant (approximately 1.3 times the recommended
intravenous human dose on a body surface area basis). In rabbits administered rolapitant
hydrochloride throughout the period of organogenesis, oral doses equivalent to up to 27
mg/kg per day rolapitant (approximately 3 times the recommended intravenous human
dose on a body surface area basis) were without effects on the developing fetus.
The pre- and postnatal developmental effects of rolapitant hydrochloride were assessed in
rats administered oral doses equivalent to 2.25, 9 or 22.5 mg/kg per day rolapitant during
the periods of organogenesis and lactation. Maternal toxicity was evident based on
mortality/moribund condition, decreased body weight and food consumption, total litter
loss, prolonged parturition, decreased length of gestation, and increased number of
unaccounted for implantation sites at a dose equivalent to 22.5 mg/kg per day
(approximately 1.3 times the recommended intravenous human dose on a body surface
area basis). Effects on offspring at this dose included decreased postnatal survival, and
decreased body weights and body weight gain, and may be related to the maternal
toxicity observed. At a maternal dose equivalent to 9 mg/kg per day rolapitant
(approximately 0.5 times the recommended intravenous human dose on a body surface
area basis), there was a decrease in memory in female pups in a maze test and a decrease
in pup body weight.
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8.2 Lactation
Risk Summary
There are no data on the presence of rolapitant in human milk, the effects of rolapitant in
the breastfed infant, or the effects of rolapitant on milk production. Rolapitant
hydrochloride administered orally to lactating female rats was present in milk [see Data].
The developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for VARUBI and any potential adverse effects on the breastfed
infant from VARUBI or from the underlying maternal condition or the use of
concomitant chemotherapy.
Data
Radioactivity from labeled [14C] rolapitant hydrochloride was transferred into milk of
lactating rats following a single oral dose equivalent to 22.5 mg/kg rolapitant, and the
maximum radioactivity in milk was observed at 12 hours post-dose. The mean
milk/plasma radioactivity concentration ratios in dams at 1 to 48 hours post-dose ranged
from 1.24 to 3.25. Based on average daily consumption of milk (2 mL/day) and the
maximum milk radioactivity determined, pup exposure is expected to be 0.32% of the
orally administered dose.
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MEMORANDUM

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
____________________________________________________________________________

DATE:

August 19, 2016

TO:

Donna Griebel, M.D.
Director
Division of Gastroenterology and Inborn Errors Products
(DGIEP)
Office of Drug Evaluation III (ODEIII)
Office of New Drugs (OND)

FROM:

Yiyue Zhang, Ph.D.
Visiting Associate
Division of New Drug Bioequivalence Evaluation (DNDBE)
Office of Study Integrity and Surveillance (OSIS)

THROUGH:

Charles Bonapace, Pharm.D.
Director
Division of New Drug Bioequivalence Evaluation (DNDBE)
Office of Study Integrity and Surveillance (OSIS)

SUBJECT:

Review of Establishment Inspection Report (EIR) covering in
vivo bioavailability Study PR-11-5016-C submitted to NDA
208399 conducted at PAREXEL Early Phase Clinical Unit,
Baltimore, MD.

Inspection Summary:
At the request of DGIEP, the Office of Study Integrity and
Surveillance (OSIS) arranged an inspection of the clinical portion of
bioavailability Study PR-11-5016-C conducted at PAREXEL Early Phase
Clinical Unit, Baltimore, MD. At the conclusion of the inspection, no
significant deficiencies were observed and no form FDA 483 was
issued. The final classification for this inspection is No Action
Indicated (NAI). After reviewing the EIR, I recommend that the data
from the clinical portion of Study PR-11-5016-C be accepted for
further Agency review.
Clinical Site:

Reference ID: 3974726

PAREXEL Early Phase Clinical Unit*
3001 South Hanover Street - 7th floor
Baltimore, MD 21225

Page 2 – Review of EIR from PAREXEL Early Phase Clinical Unit,
Baltimore, MD
*Please note: PAREXEL Early Phase Clinical Unit is located on the 7th
floor of MedStar Harbor Hospital, but operates independently and has
no association with the hospital.

Study audited during the inspection:
NDA 208399
Study Number:
Study Title:

PR-11-5016-C
“An Open-Label, Randomized, Pivotal, Bioequivalence
Study of Oral and Intravenous Rolapitant”

Study Conduct:

September 16, 2014 - April 29, 2015

The inspection of the clinical portion of the study was conducted by
ORA (BLA-DO) investigator Cynthia A. Harris at PAREXEL Early Phase
Clinical Unit, Baltimore, MD from June 27 – 28, 2016. Study PR-115016-C was conducted in different locations. Specifically, subject
screening occurred offsite at 111 Cherry Hill Road, Baltimore, MD
21225. All other study activities occurred at PAREXEL Early Phase
Clinical Unit at 3001 South Hanover Street, 7th floor, Baltimore, MD
21225. The inspection included an audit of the monitoring reports,
Investigator Agreement, Financial Disclosure forms, protocol
deviations, test article accountability records, Institutional Review
Board (IRB) correspondence, approved informed consent forms,
correspondence between the sponsor and the clinical site, and
electronic subject records for 25 out of 138 subjects (18%) enrolled
in the study. No discrepancies were observed and there was no underreporting of adverse events (AEs). At the conclusion of the
inspection, no significant issues were observed and no Form FDA 483
was issued.

Recommendations:
After reviewing the EIR, clinical data from Study PR-11-5016-C were
found to be reliable. Therefore, I recommend that the data from this
study be accepted for further Agency review.
Yiyue Zhang, Ph.D.
DNDBE, OSIS

Final Classification:
Clinical site
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Baltimore, MD
NAI: PAREXEL Early Phase Clinical Unit, Baltimore, MD
FEI: 3005445577
CC:
OTS/OSIS/Kassim/Taylor/Haidar/FentyStewart/Nkah/Miller/Kadavil/Johnson
OTS/OSIS/DNDBE/Bonapace/Dasgupta/Biswas/Ayala/Zhang
OTS/OSIS/DGDBE/Cho/Choi/Skelly/Au
ORA/CE-FO/BLT-DO/BLT-IB/Harris
Draft: YZ 8/15/2016
Edit: RCA 8/16/2016; CB 8/19/2016
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good
Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical
Sites/PAREXEL Early Phase Clinical Unit, Baltimore, MD

BE File #: 7219
FACTS: 11647464
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Clinical Pharmacology

• Genomics
• Pharmacometrics
Biostatistics

Reviewer:

Insook Kim

Y

TL:

Sue Chih Lee

Y

Reviewer:
Reviewer:
Reviewer:
TL:
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Nonclinical
(Pharmacology/Toxicology)

Reviewer:

Tamal Chakraborti

Y

TL:

Sushanta Chakder

N

ATL:

Danuta Gromek-Woods

Y

RBPM:

Truong Quach

Y

Reviewer:
Reviewer:
Reviewer:
Reviewer:
Reviewer:
Reviewer:
Reviewer:
Reviewer:

Debasis Ghosh
Hitesh Shroff
Yuesheng Ye
Eric Adeeku
Vidya Pai
Hansong Chen
Not applicable
Not applicable

N
N
N
Y
N
N
N/A
N/A

Reviewer:

Nyedra Booker

Y

TL:

Marcia Britt Williams

N

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

Reviewer:

Meeta Patel

N

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

Reviewer:

Sherly Abraham

Y

TL:

Mishale Mistry

N

Statistics (carcinogenicity)

Reviewer:
TL:

Product Quality (CMC) Review Team:

•
•
•
•
•
•
•
•
•

Drug Substance
Drug Product
Process
Microbiology
Facility
Biopharmaceutics
Immunogenicity
Labeling (BLAs only)
Other (e.g., Branch Chiefs, EA
Reviewer)
OMP/OMPI/DMPP (MedGuide, PPI,
IFU)

OSE/DRISK (REMS)

TL:

Reviewer:
TL:

OC/OSI/DSC/PMSB (REMS)

Reviewer:
TL:
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Bioresearch Monitoring (OSI)

Reviewer:
TL:

Controlled Substance Staff (CSS)

Reviewer:

Alicja Lerner

Y

TL:
Other reviewers/disciplines
•

Discipline

Reviewer:

*For additional lines, highlight this group of cells,
copy, then paste: select “insert as new rows”

TL:

Other attendees

Joette Meyer (Associate Director for
Labeling)
Erica Radden (MO, DPMH, Pediatric)
Jane Liedtka (MO, DPMH, Maternal)
Tamara Johnson (MOTL, DPMH,
Maternal)
Kira Leishear (OSE/DEPI)
Alek Winisarski (OSE SRPM)

Y
Y
Y
Y
Y
Y

*For additional lines, right click here and select “insert
rows below”

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

Not Applicable

o

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

YES

NO

o

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

YES

NO

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

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

YES
NO

If no, explain:

Version: 4/12/2016
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•

Electronic Submission comments

Not Applicable
No comments

List comments:

Version: 4/12/2016
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CLINICAL

Not Applicable
FILE
REFUSE TO FILE

Comments:

Review issues for 74-day letter

•

YES
NO

Clinical study site(s) inspections(s) needed?
If no, explain:

•

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

•

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?

YES
Date if known:
NO
To be determined
Reason: This drug is not the first in
its class and the application did not
raise significant public health
questions on the role of the drug in
the diagnosis, cure, mitigation,
treatment or prevention of a disease.

Not Applicable
YES
NO

Comments:
CONTROLLED SUBSTANCE STAFF
• Abuse Liability/Potential

Not Applicable
FILE
REFUSE TO FILE

Comments:

Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Not Applicable
FILE
REFUSE TO FILE

Comments:

Review issues for 74-day letter
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CLINICAL PHARMACOLOGY

Not Applicable
FILE
REFUSE TO FILE

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

Review issues for 74-day letter
YES
NO

BIOSTATISTICS

Not Applicable
FILE
REFUSE TO FILE

Comments:
NONCLINICAL
(PHARMACOLOGY/TOXICOLOGY)

Review issues for 74-day letter
Not Applicable
FILE
REFUSE TO FILE
Review issues for 74-day letter

Comments:
PRODUCT QUALITY (CMC)

Not Applicable
FILE
REFUSE TO FILE

Comments:

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?

YES
NO

If no, was a complete EA submitted?

YES
NO

Comments:
Facility Inspection

Not Applicable

•

YES
NO

Establishment(s) ready for inspection?

Comments:

Version: 4/12/2016
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Facility/Microbiology Review (BLAs only)

Not Applicable
FILE
REFUSE TO FILE

Comments:

Review issues for 74-day letter

CMC Labeling Review (BLAs only)

Comments:

Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

N/A

•

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?

YES
NO

•

If so, were the late submission components all
submitted within 30 days?

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

•

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

YES
NO

•

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

YES
NO
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