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PMR/PMC Development Template

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

NDA/BLA #
Product Name:

206353
Evotaz (atazanavir/cobicistat)

PMR/PMC Description:
Evaluate the pharmacokinetics, safety, and antiviral activity (efficacy) 
of atazanavir/cobicistat fixed-dose combination (FDC) age-appropriate 
formulation in HIV-infected pediatric subjects 6 years to less than 12
years of age. The safety and antiviral activity (efficacy) of 
atazanavir/cobicistat FDC age-appropriate formulation in pediatric 
subjects should be evaluated for a minimum of 24 weeks.  A clinical 
trial in children 6 years to less than 12 years of age may not be required 
if the dosing recommendation for the FDC age-appropriate formulation
can be supported by pediatric trials already conducted with the 
individual drug products and if the age-appropriate FDC produces 
similar exposures as the individual components.

PMR/PMC Schedule Milestones: Final Protocol Submission: 03/31/2018
Study/Trial Completion: 08/31/2018
Final Report Submission: 02/28/2019
Other: MM/DD/YYYY

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

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

The product is ready for approval in adults. Pediatric development of atazanavir/cobicistat fixed-dose 
combination is dependent on the ongoing pediatric program for cobicistat as a single agent in combination 
with atazanavir being conducted by the cobicistat sponsor.

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

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

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)
Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:
Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

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

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

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

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

The goal of the study(ies) is to evaluate the safety and efficacy of Evotaz in pediatric patients 6 years to 
less than 12 years of age and provide a pediatric dosing recommendation. 
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Age group 6 years to less than 12 years

Approval of Evotaz (atazanavir 300 mg/cobcistat 150 mg) is for adults only. The 
individual drug products are currently approved in adults, while only atazanavir
(coadministered with ritonavir) is approved in pediatric patients 3 months to less than 18 
years of age. The cobicistat sponsor (Gilead) is currently conducting trials with cobicistat 
in combination with atazanavir as individual drug products in pediatric patients, including 
ages 6 years to less than 12 years.

Required

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

Continuation of Question 4

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

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

Antiviral activity (efficacy)

Agreed upon:

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

Reference ID: 3688705
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Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

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

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

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

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

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

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

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

NDA/BLA #
Product Name:

206353
Evotaz (atazanavir/cobicistat)

PMR/PMC Description:
Evaluate the pharmacokinetics, safety, and antiviral activity (efficacy) 
of atazanavir/cobicistat fixed-dose combination (FDC) age-appropriate 
formulation in HIV-infected pediatric subjects 3 years to less than 6
years of age. The safety and antiviral activity (efficacy) of 
atazanavir/cobicistat FDC age-appropriate formulation in pediatric 
subjects should be evaluated for a minimum of 24 weeks.  A clinical 
trial in children 3 years to less than 6 years of age may not be required 
if the dosing recommendation for the FDC age-appropriate formulation
can be supported by pediatric trials already conducted with the 
individual drug products and if the age-appropriate FDC produces 
similar exposures as the individual components.

PMR/PMC Schedule Milestones: Final Protocol Submission: 03/31/2018
Study/Trial Completion: 08/31/2018
Final Report Submission: 02/28/2019
Other: MM/DD/YYYY

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

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

The product is ready for approval in adults. Pediatric development of atazanavir/cobicistat fixed-dose 
combination is dependent on the ongoing pediatric program for cobicistat as a single agent in combination 
with atazanavir being conducted by the cobicistat sponsor.

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

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

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)
Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:
Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

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

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

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

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

The goal of the study(ies) is to evaluate the safety and efficacy of Evotaz in pediatric patients 3 years to 
less than 6 years of age and provide a pediatric dosing recommendation. 
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Age group 3 years to less than 6 years

Approval of Evotaz (atazanavir 300 mg/cobcistat 150 mg) is for adults only. The 
individual drug products are currently approved in adults, while only atazanavir
(coadministered with ritonavir) is approved in pediatric patients 3 months to less than 18 
years of age. The cobicistat sponsor (Gilead) is currently conducting trials with cobicistat 
in combination with atazanavir as individual drug products in pediatric patients, including 
ages 3 years to less than 6 years.

Required

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

Continuation of Question 4

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

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

Antiviral activity (efficacy)

Agreed upon:

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

Other

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

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

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

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

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

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

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

NDA/BLA #
Product Name:

206353
Evotaz (atazanavir/cobicistat)

PMR/PMC Description:
Evaluate the pharmacokinetics, safety, and antiviral activity (efficacy) 
of atazanavir/cobicistat fixed-dose combination (FDC) age-appropriate 
formulation in HIV-infected pediatric subjects 3 months to less than 3
years of age. The safety and antiviral activity (efficacy) of 
atazanavir/cobicistat FDC age-appropriate formulation in pediatric 
subjects should be evaluated for a minimum of 24 weeks.  A clinical 
trial in children 3 months to less than 3 years of age may not be 
required if the dosing recommendation for the FDC age-appropriate 
formulation can be supported by pediatric trials already conducted with 
the individual drug products and if the age-appropriate FDC produces 
similar exposures as the individual components.

PMR/PMC Schedule Milestones: Final Protocol Submission: 03/31/2018
Study/Trial Completion: 08/31/2018
Final Report Submission: 02/28/2019
Other: MM/DD/YYYY

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

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

The product is ready for approval in adults. Pediatric development of atazanavir/cobicistat fixed-dose 
combination is dependent on the ongoing pediatric program for cobicistat as a single agent in combination 
with atazanavir being conducted by the cobicistat sponsor.

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

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

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)
Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:
Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

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

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

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

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

The goal of the study(ies) is to evaluate the safety and efficacy of Evotaz in pediatric patients 3 months to 
less than 3 years of age and provide a pediatric dosing recommendation. 
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Age group 3 months to less than 3 years

Approval of Evotaz (atazanavir 300 mg/cobcistat 150 mg) is for adults only. The 
individual drug products are currently approved in adults, while only atazanavir
(coadministered with ritonavir) is approved in pediatric patients 3 months to less than 18 
years of age. The cobicistat sponsor (Gilead) is currently conducting trials with cobicistat 
in combination with atazanavir as individual drug products in pediatric patients, including 
ages 3 months to less than 3 years.

Required

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

Continuation of Question 4

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

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

Antiviral activity (efficacy)

Agreed upon:

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

Reference ID: 3688686
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Dose-response study or clinical trial performed for effectiveness
Nonclinical study, not safety-related (specify)

Other

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

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

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

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

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

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

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

NDA/BLA #
Product Name:

206353
Evotaz (atazanavir/cobicistat)

PMR/PMC Description:
Evaluate the pharmacokinetics, safety, and antiviral activity (efficacy) 
of atazanavir/cobicistat fixed-dose combination (FDC) product in HIV-
infected pediatric subjects 12 years to less than 18 years of age. The 
safety and antiviral activity (efficacy) of atazanavir/cobicistat FDC
product in pediatric subjects should be evaluated for a minimum of 24 
weeks.  A clinical trial in children 12 years to less than 18 years of age 
may not be required if the dosing recommendation for the FDC product 
can be supported by pediatric trials already conducted with the 
individual drug products and if the FDC produces similar exposures as 
the individual components.

PMR/PMC Schedule Milestones: Final Protocol Submission: 03/31/2018
Study/Trial Completion: 08/31/2018
Final Report Submission: 02/28/2019
Other: MM/DD/YYYY

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

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

The product is ready for approval in adults. Pediatric development of atazanavir/cobicistat fixed-dose 
combination is dependent on the ongoing pediatric program for cobicistat as a single agent in combination 
with atazanavir being conducted by the cobicistat sponsor.

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

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

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)
Assess a known serious risk related to the use of the drug?
Assess signals of serious risk related to the use of the drug?
Identify an unexpected serious risk when available data indicate the potential for a serious risk?

- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:
Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

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

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

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

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

The goal of the study(ies) is to evaluate the safety and efficacy of Prezcobix in pediatric patients 12 years 
to less than 18 years of age and provide a pediatric dosing recommendation. 
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Age group 12 years to less than 18 years

Approval of Evotaz (atazanavir 300 mg/cobcistat 150 mg) is for adults only. The 
individual drug products are currently approved in adults; while only atazanavir 
(coadministered with ritonavir) is approved in pediatric patients 3 months to less than 18 
years of age. The cobicistat sponsor (Gilead) is currently conducting trials with cobicistat 
in combination with atazanavir as individual drug products in pediatric patients, including 
ages 12 years to less than 18 years.

Required

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

Continuation of Question 4

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

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

Antiviral activity (efficacy)

Agreed upon:

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

Reference ID: 3688711
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Other

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

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

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

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

There is a significant question about the public health risks of an approved drug
There is not enough existing information to assess these risks
Information cannot be gained through a different kind of investigation
The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs)
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****Pre-decisional Agency Information****

Memorandum
Date: January 12, 2015

To: Sammie Beam, RPh, Regulatory Project Manager
Division of Antiviral Products

From: Jessica Fox, PharmD, RAC, Regulatory Review Officer
Office of Prescription Drug Promotion

Subject: NDA 206353
EVOTAZ (atazanavir and cobicistat) tablets, for oral use

As requested in the Division of Antiviral Products’ (DAVP) consult dated June 6, 2014,
the Office of Prescription Drug Promotion (OPDP) has reviewed the EVOTAZ
prescribing information, patient labeling, and carton/container labeling.

OPDP reviewed the proposed substantially complete version of the prescribing 
information received via email from DAVP on December 22, 2014, and has the following 
comments:

Table 4 in Section 6.1 contains the title (emphasis added):

Lipid Values, Mean Change from Baseline, Reported in HIV-1 Infected 
Treatment-Naïve Adults Receiving Atazanavir  Cobicistat with 
Emtricitabine/Tenofovir DF or Atazanavir  Ritonavir  
Emtricitabine/Tenofovir DF in Study 114 (Week 48 pooled analysis)

Does this table also include data from Study 105?  We note that the TYBOST 
prescribing information (Table 5) includes both Studies 105 and 114, and 
appears to contain the same data.  Therefore, we recommend adding Study 105
to the table title, if appropriate.

Table 8 in Section 14 presents one treatment arm as “Atazanavir 300 mg with 
cobicistat  mg (once daily) + emtricitabine/tenofovir disoproxil fumarate”
(emphasis added). Should this be cobicistat 150 mg?

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

Reference ID: 3685941
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OPDP reviewed the draft container labeling submitted to the EDR on April 4, 2014, and 
has no comments at this time.

The Division of Medical Policy Programs and OPDP provided a single, consolidated 
review of the patient labeling on January 9, 2015.

Thank you for your consult. OPDP appreciates the opportunity to provide comments.
If you have any questions, please contact Jessica Fox at (301) 796-5329 or at 
Jessica.Fox@fda.hhs.gov.
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Department of Health and Human Services
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Office of Medical Policy 

PATIENT LABELING REVIEW

Date: January 9, 2015

To: Debra Birnkrant, MD
Director
Division of Antiviral Products (DAVP)

Through: LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP)

Barbara Fuller, RN, MSN, CWOCN
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Morgan Walker, PharmD, MBA
Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Jessica Fox, PharmD, RAC
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

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

Drug Name (established 
name):  

EVOTAZ (atazanavir and cobicistat)

Dosage Form and Route: tablet, for oral use

Application 
Type/Number: 

NDA 206353

Applicant: Bristol-Myers Squibb
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1 INTRODUCTION

On April 4, 2014, Bristol-Myers Squibb submitted for the Agency’s review a New 
Drug Application (NDA) 206353 for EVOTAZ (atazanavir and cobicistat) tablet
indicated for use in combination with other antiretroviral agents for the treatment of 
HIV-1 infection in adults.

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 Antiviral Products (DAVP) on June 6, 2014, for DMPP 
and OPDP to review the Applicant’s proposed Patient Package Insert (PPI) for 
EVOTAZ (atazanavir and cobicistat) tablet. 

2 MATERIAL REVIEWED

Draft EVOTAZ (atazanavir and cobicistat) tablet PPI received on April 4, 2014, 
further revised by the Applicant, revised by the Review Division and Applicant 
throughout the review cycle, and received by DMPP and OPDP on December 23, 
2014.

Draft EVOTAZ (atazanavir and cobicistat) tablet Prescribing Information (PI)
received on April 4, 2014, further revised by the Applicant, revised by the 
Review Division and Applicant throughout the review cycle, and received by 
DMPP and OPDP on December 23, 2014.

Approved REYATAZ (atazanavir) tablet comparator labeling dated June 2, 2014 
and TYBOST (cobicistat) tablet comparator labeling dated September 24, 2014.

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. In our review of the PPI the target 
reading level is at or below an 8th grade 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 Verdana font, size 11.

In our collaborative review of the PPI we have:

simplified wording and clarified concepts where possible

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

removed unnecessary or redundant information

Reference ID: 3684650



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)

ensured that the PPI is consistent with the approved comparator labeling where 
applicable

4 CONCLUSIONS

The PPI is acceptable with our recommended changes.

5 RECOMMENDATIONS

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

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

Please let us know if you have any questions. 

Reference ID: 3684650
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MEMORANDUM
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 Memorandum: January 5, 2015

Requesting Office or Division: Division of Antiviral Products (DAVP)

Application Type and Number: NDA 206353

Product Name and Strength: Evotaz (atazanavir  and cobicistat) Tablet 
300mg/150mg

Applicant/Sponsor Name: Bristol-Myers Squibb

Submission Date: April 4, 2014

OSE RCM #: 2014-1102-1

DMEPA Primary Reviewer: Lolita White, PharmD

DMEPA Associate Director: Irene Z. Chan, PharmD, BCPS
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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: 11/14/2014

Requesting Office or Division: Division of Antiviral Products (DAVP)

Application Type and Number: NDA 206353

Product Name and Strength: Evotaz (atazanavir  and cobicistat) Tablet 
300mg/150mg

Product Type: Combination Tablet

Rx or OTC: Rx

Applicant/Sponsor Name: Bristol-Myers Squibb

Submission Date: April 4, 2014

OSE RCM #: 2014-1102

DMEPA Primary Reviewer: Lolita White, PharmD

DMEPA Associate Director: Irene Z. Chan, PharmD, BCPS

Reference ID: 3658345
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3

4 CONCLUSION & RECOMMENDATIONS
We conclude that the instruction to  take with food is inconsistently 
communicated. Thus we recommend adding these instructions to the Highlights of Prescribing 
Information and to the container label.  We recommend the following be implemented before 
approval of this application.

4.1 RECOMMENDATIONS FOR THE DIVISION

We recommend adding the statement:  
to the Highlights of Prescribing Information (Dosage and Administration) section for 

consistency with the full prescribing information.

4.2 RECOMMENDATIONS FOR BRISTOL-MYERS SQUIBB COMPANY

In order to minimize the risk for wrong technique errors, please add a statement to the 
container label similar to the following:  

Reference ID: 3658345
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

____________________________________________________________________________

DATE: July 11, 2014

TO: Debra B. Birnkrant, M.D.
Director, Division of Antiviral Products 
Office of Antimicrobial Products

FROM: Sripal R. Mada, Ph.D.
Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance
Office of Scientific Investigations

THROUGH: Young Moon Choi, Ph.D.
Pharmacologist, Bioequivalence Branch
Division of Bioequivalence and GLP Compliance
Office of Scientific investigations

Sam H. Haidar, Ph.D., R.Ph.
Chief, Bioequivalence Branch
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations

William H. Taylor, Ph.D.
Director
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations

SUBJECT: Recommendation to accept data from NDA 206-353, 
Atazanavir/Cobicistat Fixed Dose Combination Tablet by
Bristol-Myers Squibb Co., USA, without onsite 
inspection

The Division of Antiviral Products (DAP) requested inspections
of the clinical and analytical sites on June 10, 2014. The 
Division of Bioequivalence and GLP Compliance (DBGLPC) is 
cancelling the inspections for the following study conducted
during 4/25/2013 – 6/20/2013:

AI424511: “A randomized, 5-period, crossover study in healthy 
subjects to assess the bioequivalence of atazanavir 
when co-administered with cobicistat as a fixed dose
combination relative to the single agents following a 
light meal, the relative bioavailability of atazanavir 
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Page 2 - NDA 206-353, Atazanavir/Cobicistat Fixed Dose 
Combination Tablet by Bristol-Myers Squibb Co., USA

when co-administered with cobicistat as a fixed dose 
combination relative to the single agents under fasted 
conditions, and the effect of food on bioavailability
of atazanavir in the fixed dose combination”

This memo clarifies the rationale for cancellation of the 
requested inspections at the following sites:

Clinical Site:     PPD Development, Inc., 7551 Metro Center
Drive, Suite 200, Austin, TX 78744

Analytical Site:

OSI inspected PPD Development, Inc., Austin, TX, four times
during the last two years for the following applications:

The audits included a thorough review of the study records, the 
study protocol compliance, informed consent documents of human 
subjects, institutional review board, and case report forms, 
examination of facilities and test article accountability, as 
well as interviews and discussions with the firm's management and 
staff. The conduct of these studies was representative of the 
conduct of study AI424511. No significant adverse observations 
were identified during these inspections. The inspectional 
outcomes provide assurance that the site conducted study
AI424511 without significant irregularities.        

OSI inspected during 
 for NDA for studies  and . The 

bioanalytical portion of study AI424511 was ongoing at the time 
of the inspection. The audit in February included a thorough 
review of the study records, the study protocol compliance, 
informed consent documents of human subjects, institutional 
review board, and case report forms, examination of facilities 
and test article accountability, as well as interviews and 
discussions with the firm's management and staff. The site 
employed LC/MS/MS methods that are similar to the method employed 

Reference ID: 3540890
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for study AI424511 at nearly the same time. No significant 
adverse observations were identified. The inspectional outcomes
provide assurance that the site conducted the assay of the 
samples from study AI424511 without significant irregularities.        

Conclusion:
This reviewer recommends that data from study AI424511 should be
accepted for review without onsite inspections at PPD 
Development, Inc., Austin, TX and .  

Sripal R. Mada, Ph.D. 
BE Branch, DBGLPC, OSI

cc:
CDER OSI PM TRACK
OSI/Kassim
OSI/DBGLPC/Taylor/Dejernett/Nkah/Fenty-Stewart/Johnson
OSI/DBGLPC/GLPB/Dasgupta/Bonapace
OSI/DBGLPC/BB/Mada/Choi/Skelly/Haidar
CDER/OND/OAP/DAVP/Beam/Birnkrant

Email cc:
ORA
ORA 

Draft: SRM 06/20/2014
Edit: YMC 07/08/2014; MFS 07/10/2014; CRB 07/10/2014; WHT   

07/10/2014
ECMS: Cabinets/CDER OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program
/Analytical Sites/
/Clinical Sites/ PPD Development, Inc.
File: BE6720; O:\BE\EIRCOVER\206353.bri.ata.doc
FACTS: 
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TL:

OTC Labeling Review (for OTC 
products)

Reviewer:

TL:

Clinical Microbiology (for antimicrobial 
products)

Reviewer: Takashi Komatsu Y

TL: Julian O’Rear Y
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Clinical Pharmacology Reviewer: Leslie Chinn N

TL: Islam Younis Y

Biostatistics Reviewer: Yanming Yin N

TL: Fraser Smith N

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Peyton Myers Y

TL: Hanan Ghantous Y

Statistics (carcinogenicity) Reviewer:

TL:

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

Reviewer:

TL:

Product Quality (CMC) Reviewer: George Lunn Y

TL: Stephen Miller Y

Quality Microbiology (for sterile 
products)

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name) Reviewer: James Schlick Y

TL: Irene Chan N

OSE/DRISK (REMS) Reviewer:

TL:

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

TL:
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If no, explain: Submission based on a single 
bioequivalence study with cross reference to 
individual components NDA 21567  (atazanavir) and  
NDA 203094 (cobicistat) 

  NO

! Advisory Committee Meeting needed? 

Comments: 

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

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

or efficacy issues
o the application did not raise significant public 

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

  YES
Date if known: 

  NO
  To be determined

Reason: 

! Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

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

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
! Clinical pharmacology study site(s) inspections(s) 

needed?
  YES
  NO

Reference ID: 3539401
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BIOSTATISTICS

Comments: 

  Not Applicable-no stats to review 
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

! Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

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

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology (for sterile products)

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

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3539401
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Facility Inspection

! Establishment(s) ready for inspection?

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

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

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

! Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

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

  N/A

  YES
  NO

  YES
  NO

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

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

  YES
  NO
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! notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 
filing letter; For NDAs/NDA supplements: see CST for choices)

! notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

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

Update the PDUFA V DARRTS page (for NME NDAs in the Program)
BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ]
Other

Reference ID: 3539401
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REGULATORY PROJECT MANAGER 
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

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

Application: NDA 206353

Application Type: New NDA

Name of Drug/Dosage Form: EVOTAZ (atazanavir/cobicistat) tablets

Applicant: Bristol-Myers Squibb

Receipt Date: April 4, 2014

Goal Date: February 4, 2015

1. Regulatory History and Applicant’s Main Proposals
Bristol-Myers Squibb (BMS) Company submitted the initial New Drug Application (NDA) for 
atazanavir/cobicistat (ATV/COBI) Fixed-Dose Combination (FDC) tablets. The proposed indication is 
for the treatment of HIV infection.  It is based on a single bioequivalence study (AI424511), along 
with cross reference to the individual component NDAs (Reyataz NDA 21567 and Cobicistat NDA 
203094) as agreed upon with FDA at the pre-NDA meeting on December 9, 2013.

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

3. Conclusions/Recommendations

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

In addition, recent labeling changes were approved for NDA 21567 on June 2, 2014. As appropriate, 
BMS should incorporate those revisions into the next revised labeling they submit for NDA 206353.

All SRPI format deficiencies of the PI and other labeling issues identified above 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 July 3, 2014. The resubmitted PI will be used for further labeling 
review.

Reference ID: 3520374





Selected Requirements of Prescribing Information

SRPI version 4: May 2014 Page 3 of 10

Highlights Limitation Statement Required
Product Title Required
Initial U.S. Approval Required
Boxed Warning Required if a BOXED WARNING is in the FPI
Recent Major Changes Required for only certain changes to PI*
Indications and Usage Required
Dosage and Administration Required
Dosage Forms and Strengths Required
Contraindications Required (if no contraindications must state “None.”)
Warnings and Precautions Not required by regulation, but should be present
Adverse Reactions Required
Drug Interactions Optional
Use in Specific Populations Optional
Patient Counseling Information Statement Required 
Revision Date Required

* RMC only applies to the BOXED WARNING, INDICATIONS AND USAGE, DOSAGE AND 
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.

Comment:

HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER 
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
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

10. Product title must be bolded.

Comment:

Initial U.S. Approval in Highlights

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

Comment:

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 

YES

YES

YES

YES

N/A

N/A
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Selected Requirements of Prescribing Information

SRPI version 4: May 2014 Page 4 of 10

other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered.

Comment:

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

Comment:

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

Comment:

Recent Major Changes (RMC) in Highlights

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

Comment:

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”. 

Comment:

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

Comment:

Indications and Usage in Highlights

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

Comment:

Dosage Forms and Strengths in Highlights

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

Comment:

N/A

N/A

N/A

N/A

N/A

YES

N/A
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SRPI version 4: May 2014 Page 5 of 10

Contraindications in Highlights

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

Comment:

Adverse Reactions in Highlights

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

Comment:

Patient Counseling Information Statement in Highlights

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

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

“See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:

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

“See 17 for PATIENT COUNSELING INFORMATION and Medication Guide” 

Comment:

Revision Date in Highlights

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

Comment:

YES

YES

YES

YES
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Contents: Table of Contents (TOC)

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

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

Comment:

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

Comment:

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

Comment:

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

Comment:

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

Comment:

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

Comment:

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

YES

YES

N/A

YES

YES

YES

YES
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

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

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

8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use

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

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

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

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

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

Comment:

33. The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”.

YES

NO

Reference ID: 3520374
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Comment: There is inconsistency  of the presentation for the cross-references in the FPI.  
Please use this example as a correct presentation "[see Warnings and Precautions (5.3)]." 

34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

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

Comment:

BOXED WARNING Section in the FPI

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

Comment:

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

Comment:

CONTRAINDICATIONS Section in the FPI

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

Comment:

ADVERSE REACTIONS Section in the FPI

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

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

Comment:

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:

PATIENT COUNSELING INFORMATION Section in the FPI

N/A

YES

N/A

N/A

N/A

YES

YES

YES
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41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section). The reference should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use).

Comment:

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

Comment:

YES

Reference ID: 3520374
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Appendix A:  Format of the Highlights and Table of Contents 
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