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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: July 22, 2015

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

Application Type and Number: NDA 207931

Product Name and Strength: Technivie (ombitasvir, paritaprevir, ritonavir) Tablets, 
12.5 mg/75 mg/50 mg

Submission Date: June 19, 2015 and July 2, 2015

Applicant/Sponsor Name: Abbvie

OSE RCM #: 2015-497-1

DMEPA Primary Reviewer: Mónica Calderón, PharmD, BCPS

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD

1 PURPOSE OF MEMO
Abbvie has submitted the revised container label and carton labeling (Appendix A) for Technivie 
in response to recommendations we made during a previous label and labeling review. 1 Abbvie 
also submitted a response on June 19, 2015 to fulfill our request for the lot number and 
expiration date to be placed on the immediate container. Thus, the Division of Antiviral 
Products (DAVP) requested that we review the revised label and labeling to determine if it is 
acceptable from a medication error perspective. 

2 CONCLUSIONS
The revised container label and carton labeling is acceptable from a medication error 
perspective. The lot number and expiration date are printed on-line (i.e. as the product is 

                                                     
1 Calderon M. Label and Labeling Review for PRODUCT NAME (NDA 207931). Silver Spring (MD): Food and Drug 
Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2015 05 19.  32 p. OSE RCM No.: 2014-497.
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packaged) for the daily and weekly cartons therefore it does not appear in the artwork.
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3 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page.
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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:

207931
TECHNIVIE (ombitasvir, paritaprevir, and ritonavir tablets)

PMR/PMC Description: Evaluate the safety and treatment response (using sustained virologic 
response as the primary endpoint) of ombitasvir, paritaprevir, and 
ritonavir (TECHNIVIE) in a cohort of pediatric subjects 3 to less than 
18 years of age with chronic genotype 4 hepatitis C virus infection.

PMR/PMC Schedule Milestones: Final Protocol Submission: 07/31/2015
(submitted)

Study/Trial Completion: 04/30/2019
Final Report Submission: 08/31/2019

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

Adult studies are completed and ready for approval. The review team met with the Pediatric Review
Committee (PeRC) on June 10, 2015. The PeRC agreed with the Division to grant a deferral for pediatric 
patients aged 3 to less than 18 years because the product is ready for approval in adults.

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.

This PMR will be completed in conjunction with the iPSP and PREA PMRs for NDA 
206619.  Primary pharmacokinetics and safety of ombitasvir, paritaprevir, and ritonavir 
will be established in a larger study of genotype 1 HCV treatment (dasabuvir, ombitasvir, 
paritaprevir, and ritonavir) as there is no reason to expect differences in PK in subjects 
with different HCV genotypes.  A small amount of efficacy data in the intended 
population will be collected in a separate cohort of genotype 4 subjects within the larger 
genotype 1 trial.  

The study is a deferred pediatric trial under PREA to evaluate the safety and treatment
response (using sustained virologic response) of ombitasvir, paritaprevir, and ritonavir (TECHNIVIE) 
for the treatment of chronic hepatitis C virus (HCV) infection in a cohort of pediatric subjects 3 to less than 
18 years of age. The Division is in general agreement with the Applicant’s overall initial pediatric study 
plan (agreed iPSP). This cohort can be studied in the pediatric trial initiated as part of the Agreed iPSP for 
NDA 206619.
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Required

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

Continuation of Question 4

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

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

Agreed upon:

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

Other

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

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

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

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

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

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

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

NDA/BLA #
Product Name:

207931: Ombitasvir/Paritaprevir/Ritonavir (HCV GT4)

PMR/PMC Description:
Submit a final report of your analysis of the persistence of treatment-
emergent, ombitasvir or paritaprevir resistance-associated substitutions 
through Post-Treatment Week 48 in ongoing trials of HCV genotype 4 
infected subjects.

Final Report Submission: 01/31/2018

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

Chronic HCV infection is a serious and life-threatening disease.  NDA 207931 for ombitasvir/
paritaprevir/ritonavir will likely be approved for the treatment of patients with chronic HCV genotype 4 
infection.  During the NDA review it was found that failure to achieve the primary efficacy endpoint
(sustained virologic response [SVR]) with ombitasvir/paritaprevir/ritonavir-containing treatment was 
associated with the emergence of ombitasvir- and paritaprevir-resistant HCV populations, which are cross-
resistant to other drugs in the same classes (NS3/4A protease inhibitors and NS5A inhibitors) and may 
limit re-treatment options.  The intention of this PMR is to assess the long-term persistence of drug-
resistant HCV genotype 4 populations following treatment failure.  It is not feasible to conduct this long-
term study pre-approval, as it would limit the availability of an important treatment option for HCV 
genotype 4 infected patients. 

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

- Which regulation?

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

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

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

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

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

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

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

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

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

The persistence of drug-resistant virus following treatment failure will be assessed in ongoing 
clinical trials of ombitasvir/paritaprevir/ritonavir, including the registrational trial M13-393, for 
up to 48 weeks of post-treatment follow-up.  Nucleotide sequence analysis methods will be used 
to detect the persistence of drug resistance-associated substitutions in the viral genome. 

Failure of patients to achieve SVR with ombitasvir/paritaprevir/ritonavir-containing treatment is associated 
with the emergence of ombitasvir- and paritaprevir-resistant HCV populations, which are cross-resistant to 
other drugs in the same classes and may limit re-treatment options.  The intention of this PMR is to assess 
the long-term persistence of drug-resistant HCV genotype 4 populations following treatment failure.  These 
data will help guide re-treatment approaches for HCV genotype 4 infected patients who fail treatment with
ombitasvir/paritaprevir/ritonavir-containing regimens. Ongoing clinical trials of ombitasvir/paritaprevir/
ritonavir, including the registrational trial M13-393, include 48 weeks of post-treatment follow-up to assess 
the persistence of drug-resistant virus following treatment failure.  
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Required

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

Continuation of Question 4

Additional data or analysis required for a previously submitted or expected study/clinical trial
(provide explanation)
Long-term follow-up drug resistance analysis data from ongoing clinical trials of HCV 
genotype 4 infected subjects.

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

Agreed upon:

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

Other

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

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

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

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

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

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

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

NDA/BLA #
Product Name:

207931: Ombitasvir/Paritaprevir/Ritonavir (HCV GT4)

PMR/PMC Description:
Conduct a cell culture study to characterize the antiviral activity of
ombitasvir against representative HCV subtype 4b isolates, including 
those with amino acid variability (relative to subtypes 4a and 4d) at 
NS5A positions 30 and 93.

Final Report Submission: 3/31/2016

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

Chronic HCV infection is a serious and life-threatening disease.  NDA 207931 for ombitasvir/paritaprevir/
ritonavir will likely be approved for the treatment of patients with chronic HCV genotype 4 infection.  
During the NDA review it was found that a rare subtype of HCV genotype 4 (subtype 4b) naturally carries 
genetic polymorphisms at positions in the NS5A gene that theoretically may affect the antiviral activity of 
the NS5A inhibitor, ombitasvir. The intention of this PMC is to assess the cell culture antiviral activity 
against HCV subtype 4b clinical isolates. At this time it is a theoretical concern, and this HCV subtype is 
rare in the U.S., so it is not necessary to conduct this study pre-approval, as it would limit the availability 
of an important treatment option for HCV genotype 4 infected patients. 

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”

The intention of this PMC is to assess the cell culture antiviral activity against HCV subtype 4b clinical 
isolates.   The HCV subtype 4b is relatively rare in the US, but naturally carries genetic polymorphisms at 
positions in the NS5A gene that theoretically may affect the antiviral activity of the NS5A inhibitor, 
ombitasvir.  The sponsor has not provided cell culture antiviral activity data against this subtype.
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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 sponsor will evaluate the antiviral activity of ombitasvir against representative HCV subtype 
4b isolates using a nonclinical cell culture assay.

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
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Continuation of Question 4

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

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

Agreed upon:

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

The sponsor has agreed to evaluate the nonclinical cell culture antiviral activity of ombitasvir 
against representative HCV subtype 4b isolates.

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: July 7, 2015

To: Katherine Schumann
Regulatory Project Manager
Division of Antiviral Products (DAVP)

From: Kemi Asante, Pharm.D.
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 207931
Technivie (ombitasvir, paritaprevir and ritonavir) tablets, for oral use

In response to DAVP’s March 2, 2015 consult request, OPDP has reviewed the
proposed package insert (PI), medication guide (MG) and carton/container 
labeling for Technivie (ombitasvir, paritaprevir and ritonavir) tablets for oral use.

Comments on the PI are provided below and are based on the review of the 
substantially complete version of the PI provided by DAVP via email on June 21,
2015.

We have no comments on the carton/container labeling accessed from the 
following EDR link provided by DAVP on July 6, 2015: 
\\CDSESUB1\evsprod\NDA207931\207931.enx.

Please note that comments on the MG were provided under separate cover as a
collaborative review between OPDP and the Division of Medical Policy Programs
(DMPP) on July 6, 2015.

OPDP appreciates the opportunity to provide comments. If you have any 
questions, please contact me at 301-796-7425 or Kemi.Asante@fda.hhs.gov.

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

Reference ID: 3788717
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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: July 6, 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: Sharon R. Mills, BSN, RN, CCRP
Senior Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Kemi Asante, PharmD.
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Medication Guide (MG)

Drug Name (established 
name):  

TECHNIVIE (ombitasvir, paritaprevir, and ritonavir tablets)

Dosage Form and Route: for oral use

Application 
Type/Number: 

NDA 207931

Applicant: AbbVie, Inc.

Reference ID: 3788203



1 INTRODUCTION

On February 25, 2015 AbbVie, Inc. submitted for the Agency’s review an original 
New Drug Application (NDA) 207931 for TECHNIVIE (ombitasvir, paritaprevir 
and ritonavir tablets). The proposed indication for TECHNIVIE (ombitasvir, 
paritaprevir and ritonavir tablets) is in combination with ribavarin for the treatment 
of patients with genotype 4 chronic hepatitis C virus (HCV) infection without 
cirrhosis.

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 March 2, 2015, for DMPP 
and OPDP to review the Applicant’s proposed Medication Guide (MG) for 
TECHNIVIE (ombitasvir, paritaprevir, and ritonavir tablets) for oral use.

2 MATERIAL REVIEWED

Draft TECHNIVIE (ombitasvir, paritaprevir, and ritonavir tablets) MG received
on February 25, 2015, further revised on June 18, 2015, and received by DMPP
and OPDP on June 21, 2015.

Draft TECHNIVIE (ombitasvir, paritaprevir, and ritonavir tablets) Prescribing 
Information (PI) received on February 25, 2015, revised by the Review Division 
throughout the review cycle, and received by DMPP and OPDP on June 21, 
2015.

Approved VIEKIRA PAK (ombitasvir, paritaprevir, and ritonavir tablets;
dasabuvir tablets); co-packaged for oral use, comparator labeling dated March 
25, 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. In our review of the MG 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 MG document
using the Verdana font, size 11.

In our collaborative review of the MG we have:

simplified wording and clarified concepts where possible

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

removed unnecessary or redundant information
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ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language

ensured that the MG meets the Regulations as specified in 21 CFR 208.20

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

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

4 CONCLUSIONS

The MG 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 MG 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 MG.

Please let us know if you have any questions. 

Reference ID: 3788203
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: May 19, 2015

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

Application Type and Number: NDA 207931

Product Name and Strength: Technivie (ombitasvir, paritaprevir, ritonavir) Tablets, 
12.5 mg/75 mg/50 mg

Product Type: Multi-Ingredient Product

Rx or OTC: Rx

Applicant/Sponsor Name: Abbvie

Submission Date: February 25, 2015

OSE RCM #: 2015-497

DMEPA Primary Reviewer: Mónica Calderón, PharmD, BCPS

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD
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and Handling section on April 3, 2015 as an amendment with the newly proposed packaging of 
Technivie. The “How Supplied” section will be updated by the Applicant at the earliest 
opportunity. We recommend the FPI be updated to reflect the conditionally acceptable 
proprietary name, Technivie.

Container Label and Carton Labeling
We evaluated the proposed daily dose pack label, weekly carton labeling, and monthly wallet 
labeling. The color scheme is distinct from Abbvie’s currently marketed Viekira Pak. Thus, we 
have no concerns that the proposed packaging may pose a risk of product selection errors
related to packaging similarity. The container label on the daily dosing wallet is clear and 
provides pictorials and diagrams to help assist patients in taking their medications correctly 
daily. The weekly carton labeling also provides dosing instructions in addition to the days of the 
week to help serve as a tool to remind patients as to when they last took their medication.
However, we note the strength is highlighted in a red block and it interferes with its readability. 
We provide recommendations in Section 4.1 to remove the highlighting to improve the 
readability. 

4 CONCLUSION & RECOMMENDATIONS
DMEPA concludes the container label can be improved to increase readability and to add 
required identifying information and the prescribing information can be updated with the 
conditionally acceptable proprietary name, Technivie, where applicable. See section 4.1, below, 
for our recommendations.

4.1 RECOMMENDATIONS FOR ABBVIE

A. FPI

1. Replace “TRADENAME” with the conditionally acceptable proprietary name, Technivie, 
where applicable throughout the prescribing information.

B. Container Label (Daily dose wallet pack)

1. The lot number and expiration date are required on the immediate container per 21 CFR 
201.18 and 21 CFR 201.17, respectively. Add both to the back of the packaging.

C. Container Label and Carton Labeling (Daily, Weekly, and Monthly dose packs)

1. Consider removing the red color block from the strength statement and using no color,
as the colored background may reduce the readability of the strength. 

APPENDICES: METHODS & RESULTS FOR EACH MATERIALS REVIEWED
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On April 15, 2015, we searched the L:drive and AIMS using the terms, Viekira Pak to identify 
reviews previously performed by DMEPA.  

B.2 Results
Our search identified 2 previous reviews1,2, and we confirmed that our previous 
recommendations were implemented. We also evaluated the most recent label and labeling 
review for Viekera pak3 since the packaging configuration and product characteristics are 
similar to the proposed product. The previous review did not identify any medication errors to 
inform our review of the label and labeling for the proposed product.

                                                     
1 Calderon M. Label and Labeling Review for Viekira Pak NDA 206619. Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2014 Sept 10.  RCM No.: 2014-822.
2 Calderon M. Label and Labeling Review for Viekira Pak NDA 206619. Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2014 Nov 06.  RCM No.: 2014-822-1.
3 Calderon M. Label and Labeling Review for Viekira Pak NDA 206619/S-002. Silver Spring (MD): FDA, CDER, OSE, 
DMEPA (US); 2015 Apr 21.  RCM No.: 2015-175.
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APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)
N/A
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,4 along with 
postmarket medication error data, we reviewed the following Technivie labels and labeling 
submitted by Abbvie on April 3, 2015.

! Wallet Pack labels and labeling
! Full Prescribing Information

                                                     
4 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.

Reference ID: 3759380
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Type of BLA

If 351(k), notify the OND Therapeutic Biologics and Biosimilars Team

351(a)        
351(k)

Review Classification:         

The application will be a priority review if:
! A complete response to a pediatric Written Request (WR) was

included (a partial response to a WR that is sufficient to change 
the labeling should also be a priority review – check with DPMH)  

! The product is a Qualified Infectious Disease Product (QIDP)
! A Tropical Disease Priority Review Voucher was submitted
! A Pediatric Rare Disease Priority Review Voucher was submitted

  Standard     
  Priority

  Pediatric WR
  QIDP
  Tropical Disease Priority 

Review Voucher 
  Pediatric Rare Disease Priority 

Review Voucher 
Resubmission after withdrawal?    Resubmission after refuse to file?  
Part 3 Combination Product? 

If yes, contact the Office of 
Combination Products (OCP) and copy 
them on all Inter-Center consults 

Convenience kit/Co-package 
Pre-filled drug delivery device/system (syringe, patch, etc.)
Pre-filled biologic delivery device/system (syringe, patch, etc.)
Device coated/impregnated/combined with drug
Device coated/impregnated/combined with biologic
Separate products requiring cross-labeling
Drug/Biologic
Possible combination based on cross-labeling of separate 

products
Other (drug/device/biological product)

  Fast Track Designation*
  Breakthrough Therapy Designation

(set the submission property in DARRTS and 
notify the CDER Breakthrough Therapy 
Program Manager)

  Rolling Review
  Orphan Designation 

  Rx-to-OTC switch, Full
  Rx-to-OTC switch, Partial
  Direct-to-OTC

PMC response
PMR response:

FDAAA [505(o)]
PREA deferred pediatric studies (FDCA Section 

505B)
  Accelerated approval confirmatory studies (21 CFR 

314.510/21 CFR 601.41)
Animal rule postmarketing studies to verify clinical 

benefit and safety (21 CFR 314.610/21 CFR 601.42)

*Fast track designation was granted for paritaprevir on May 3, 
2010. Fast track designation was granted for ombitasvir on 
September 30, 2010. Both designations were for the treatment 
of chronic hepatitis C infection with no genotype specified. 
Although no fast track designation was granted specifically for 
the combination of ombitasvir, paritaprevir, and ritonavir for 
the treatment of genotype 4 chronic hepatitis C virus infection 
(the combination and indication specified to IND 120467), the 
earlier designations do cover the individual drugs and the 
indication proposed in NDA 207931 (as the fast track 
indication is broader than the proposed indication). Therefore, 
the Fast Track designation option has been selected here and in 
DARRTS.

Collaborative Review Division (if OTC product): 

Reference ID: 3733026



















Version: 12/09/2014 11

103526 and IND 
108434. 
Carcinogenicity data 
from these studies 
were already
reviewed under NDA 
206619. No SPAs 
were submitted 
specifically for this 
product.
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TL:

Clinical Microbiology (for antimicrobial 
products)

Reviewer: Patrick Harrington Y

TL: Jules O’Rear Y
Clinical Pharmacology Reviewer: Vikram Arya Y

TL: Islam Younis Y

Biostatistics Reviewer: Karen Qi Y

TL: Guoxing Soon Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Mark Seaton Y

TL: Hanan Ghantous N

Statistics (carcinogenicity)

Not applicable

Reviewer:

TL:

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

Not applicable

Reviewer:

TL:

Product Quality (CMC)

OPRO RBPM: Olga Simakova

Reviewer: Milton Sloan (drug product) Y

TL: Steve Miller (ATL) Y

Biopharmaceutics

Not applicable

Reviewer

TL:

Quality Microbiology 

Not applicable

Reviewer:

TL:

CMC Labeling Review Reviewer:

TL:

Facility Review/Inspection Reviewer: Rose Xu N

TL:

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

Reviewer: Monica Calderon Y

TL: Vicky Borders-Hemphill N
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List comments: 

CLINICAL

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

! Clinical study site(s) inspections(s) needed?
  

If no, explain: 
No clinical inspections are planned for NDA 207931 
because a number of sites participating in M13-393 were 
recently inspected under NDA 206619 (Viekira Pak). In 
addition, the clinical sites participating in M13-393 each 
enrolled very small numbers of subjects with genotype 4 
chronic HCV infection (particularly the US sites), so 
inspection of any one site would be of limited utility.

  YES
  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: Not an NME NDA, no 
significant issues identified.

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

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
! Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY   Not Applicable
  FILE

Reference ID: 3733026
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Comments: 

  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

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

needed?
  YES
  NO

BIOSTATISTICS

Comments: Biostatistics request for raw HCV 
RNA data will be sent to sponsor immediately 
following Filing meeting.

  Not Applicable
  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 (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

! Is the product an NME? YES
  NO

Environmental Assessment

! Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

YES
  NO

YES
  NO

Reference ID: 3733026
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If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

Quality Microbiology

! Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Facility Inspection

! Establishment(s) ready for inspection?

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

Comments: Per OPQ, facilities were inspected under 
NDA 206619 and additional inspections under NDA 
207931 are not planned.

  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

Reference ID: 3733026
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RPM PLR Format Review of the PI:  May 2014                                                                                                                                     Page 1 of 10

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

OF THE PRESCRIBING INFORMATION

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

Application: NDA 207931

Application Type: New NDA

Name of Drug/Dosage Form: ombitasvir, paritaprevir, and ritonavir tablets

Applicant:   AbbVie, Inc.

Receipt Date: February 25, 2015

Goal Date: August 25, 2015

1. Regulatory History and Applicant’s Main Proposals

AbbVie Inc. submitted NDA 207931 for ombitasvir, paritaprevir and ritonavir tablets for the treatment 
of genotype 4 chronic hepatitis C virus (HCV) infection. Ombitasvir, paritaprevir, and ritonavir tablets 
were approved under the Viekira Pak NDA 206619, co-packaged with a third direct-acting antiviral 
(DAA), dasabuvir, for the treatment of genotype 1 HCV infection. Therefore, ombitasvir and 
paritaprevir are not NMEs and NDA 207931 will not be reviewed under the PDUFA V Program. 

The combination of ombitasvir, paritaprevir and ritonavir was granted Breakthrough Therapy 
Designation for the treatment of GT4 HCV infection on June 27, 2014.

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

No SRPI format deficiencies were identified in the review of this PI.

Reference ID: 3733011





Selected Requirements of Prescribing Information

SRPI version 4:  May 2014 Page 3 of 10

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

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

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:  Due to the number of drugs in this product, the sponsor has put this information in 
two sentences (one with the  indication and one with the EPC for each drug). This was 
acceptable to SEALD for NDA 206619 (Viekira Pak) and should be acceptable for NDA 207931. 

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:  only one dosage form

N/A

N/A

N/A

N/A

N/A

YES

N/A
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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:  Date will need to be revised before action is taken. 

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

Reference ID: 3733011



Selected Requirements of Prescribing Information

SRPI version 4:  May 2014 Page 7 of 10

Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

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

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

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

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

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

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

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

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

Comment:  
33. The preferred presentation for cross-references in the FPI is the section (not subsection)

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see 
Warnings and Precautions (5.2)]”. 

YES

YES
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Comment: This is the case except for the cross-references to Section 12.4 Microbiology. This is 
because DAVPhas previously requested to applicants that  cross-references to 12.4 should 
include the subsection name, per the preference of Clinical Virology Team Leader Jules O'Rear.

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:  No postmarketing data are included.

N/A

YES

N/A

N/A

N/A

YES

N/A
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PATIENT COUNSELING INFORMATION Section in the FPI
41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 

INFORMATION section).  The reference should appear at the beginning of Section 17 and 
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

YES
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