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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: 

125294/tbo-filgrastim 

 
PMC Description: 

To verify that the SE-HPLC method can accurately detect aggregates 
by using an orthogonal method conducted with stressed drug substance 
and drug product samples. 

 
PMC Schedule Milestones: Study/Trial Completion:  03/2013 
 Final Report Submission:  03/2013 
 

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 

X   Theoretical concern 
 Other 

 
This is not an approvability issue because the SE-HPLC is able to detect aggregated species and 
Teva has validated the assay for its intended use, the detection of aggregates using drug substance 
and drug product samples.  

 

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 size exclusion chromatography method (SE-HPLC) was validated using unstressed (release) 
samples with an orthogonal method (analytical ultracentrifugation (AUC)). The unstressed samples 
have very low levels of aggregates.  Therefore, the low amount of aggregates provides little 
sensitivity for determining whether the assay can accurately detect aggregate content.  Because 
AUC may monitor species of aggregates that are not detected by SE-HPLC and that different 
aggregates can accumulate over time, it is important to understand whether SEC provides accurate 
information on aggregate content over the shelf-life of the product. As one possible approach to 
confirm the accuracy of SE-HPLC assay, we suggest the use of stress on the product under multiple 
conditions (such as temperature, agitation, and light) and determine if SEC provides an accurate 
assessment of aggregate contents as compared to AUC.  
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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 has agreed to use multiple conditions (e.g. agitation, heat, and/or chemical) to produce 
stressed samples with different amounts of aggregates to confirm the accuracy of the SE-HPLC 
method for detecting aggregates using the AUC method as an orthogonal method.  

 
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) 
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Continuation of Question 4 
 

 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 
 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: 

X  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? 

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

feasibility, and contribute to the development process? 
 

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.  

 
_________RCK______________________ 
(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 #/Product Name: STN125294/tbo-filgrastim 

 
PMC Description: 

 
To submit the following data obtained after implementation of changes 
made to improve microbial control in the drug substance manufacturing 
process: 
a. In-process and final tbo-filgrastim bioburden and endotoxin data for 
the  following the proposed changes. 
b. Microbial control data for storage  
c. Any other changes and data that could affect microbial process 
control (for example, changes in hold times). 
The information should be submitted as a CBE-30 supplement by September 
30, 2012. 
 

 
PMC Schedule Milestones: Study Completion:  03/2011 
 Final Report Submission:  09/2012 
 

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 drug substance manufacturer, Sicor Biotech UAB, is in the process of implementing 
revisions to the  per FDA’s recommendations. The requested data along 
with updated Module 3 will be submitted to the Agency in the 3Q, 2012. This is an 
improvement to the microbial controls in the manufacturing process. 

 

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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To submit the following data obtained after implementation of changes made to improve 
microbial control in the drug substance manufacturing process: 
a. In-process and final figrastim bioburden and endotoxin data for the  
following the proposed changes. 
b. Microbial control data for storage  
c. Any other changes and data that could affect microbial process control (for example, 
changes in hold times). 
The information should be submitted as a CBE-30 supplement by September 30, 2012 
 

 
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) 

Continuation of Question 4 
 

 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 
 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? 
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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.  

 
__RCK___________________ 
(signature line for BLAs) 
 
 
Reviewer, DO YOU WANT TO REQUEST THE SPONSOR TO: 
   
Submit a labeling supplement for this PMR trial with the final clinical study report and with 
complete raw datasets.-Not applicable 
 
Submit the protocol for FDA review and concurrence before commencing the trial? No 
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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 #/Product Name: STN125294/tbo-filgrastim 

 
PMC Description: 

To submit winter shipment data from the shipping qualification study in 
a CBE-0 supplement 

 
PMC Schedule Milestones: Study Completion:  01/2013 
 Final Report Submission:  05/2013 
 

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 applicant provided shipping data for the maximum, minimum and routine load for summer 
shipment in the shipping qualification report. The winter shipment has not been completed. 
However, it is not an approvability issue as supporting shipping data is available. The data from the 
winter shipment from the shipping qualification study will be requested as a post-marketing 
commitment. 

 

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.” 

Review issue: Shipping qualification study report for commercial shipper only included summer 
shipment profile. The winter shipment per shipping qualification study protocol is not complete. 
Data from the winter shipment is requested as a post-marketing commitment when available. 
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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. 

To submit winter shipment data from the shipping qualification study in a CBE-0 
supplement by date (provided by applicant). 

 
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) 
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Continuation of Question 4 
 

 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 
 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? 

 

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.  

 
____RCK_______________ 
(signature line for BLAs) 
 
 
Reviewer, DO YOU WANT TO REQUEST THE SPONSOR TO: 
   
Submit a labeling supplement for this PMR trial with the final clinical study report and with 
complete raw datasets.-Not applicable 
 
Submit the protocol for FDA review and concurrence before commencing the trial? No 
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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 #/Product Name: STN125294/tbo-filgrastim 

 
PMC Description: 

To submit data on  
accumulated after manufacture of 30 commercial batches and any 
changes to currently proposed  action limits of 

 prior to  in a CBE-30 supplement. 
 
PMC Schedule Milestones: Study Completion:  12/2016 
 Final Report Submission:  03/2017 
 

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

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

 
The applicant has set a  action limit of  based 
on limited commercial manufacturing experience. The bioburden limit will be re-evaluated after 30 
commercial batches are manufactured and limits adjusted to reflect process capability. Therefore, 
this data is requested as a post-marketing commitment. 

 

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.” 

Review issue: The bioburden limit is based on limited commercial manufacturing experience. 
Additional data from 30 commercial batches will be needed to understand process capability. 
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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. 

To submit data on  accumulated after manufacture of 30 
commercial batches and any changes to currently proposed  action limits of 

 prior to  should be submitted in a CBE-30 supplement by date (provided by 
applicant). 

 
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) 
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Continuation of Question 4 
 

 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 
 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? 

 

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.  

 
_RCK_______________ 
(signature line for BLAs) 
 
 
Reviewer, DO YOU WANT TO REQUEST THE SPONSOR TO: 
   
Submit a labeling supplement for this PMR trial with the final clinical study report and with 
complete raw datasets. – Not applicable 
 
Submit the protocol for FDA review and concurrence before commencing the trial? No 

Reference ID: 3182270



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

MONSURAT O AKINSANYA
08/29/2012

Reference ID: 3182270



 

PMR/PMC Development Template Last Updated 8/29/2012     Page 1 of 3 

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. 

 
BLA # 
Product Name: 

BLA 125294 
Tbo-filgrastim 

 
PMR Description: 

 
Conduct a clinical trial per ICH E14 to assess the potential for Neutroval to 
prolong the QT interval. 

 
PMR Schedule Milestones: Final Protocol Submission:  02/2012 
 Trial Completion:  11/2013 
 Final Report Submission:  06/2014 
 

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 

 
Per IRT review on 5/6/10, an assessment as a PMR is reasonable since we have some 
experience with the reference compound (Neupogen) and we do not expect QT liability to 
be high.  In addition, no safety issues were identified during the review of the BLA 
submission that would jeopardize the safety of study participants. 

 

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.” 

 Characterize the arrhythmic potential of Neutroval 
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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. 

A clinical trial evaluating the potential for Neutroval to prolong the QT interval 

 
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) 
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Continuation of Question 4 
 

 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 
 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? 

 

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.  

 
_RCK_____________________ 
(signature line for BLAs) 
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Attachment B:  Sample 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 #/Product Name: 125294/tbo-filgrastim 

PMR Description: To conduct an assessment for neutralizing antibodies using the validated 
assay developed under PMR 3 in all patients with binding antibodies to tbo-
filgrastim or native G-CSF and in all patients with evidence of unexplained, 
persistent neutropenia. Sicor should provide a listing of the clinical trials in 
which this assessment will be conducted.     

 
PMR Schedule Milestones: Final protocol Submission Date: 08/2013 
 Study Completion Date: 08/2014 
 Final Report Submission Date: 10/2014 
  
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 

 

 Immunogenicity related adverse events, such as extended neutropenia or loss of efficacy were not 
observed in the [INSERT NAME] trial.  In the absence of safety or loss-of-efficacy signals that 
could be attributed to anti-drug antibodies it is acceptable to address the lack of immunogenicity 
data post-marketing.  However it is critical that this data be obtained to more fully understand the 
safety profile of the drug.  In addition these assays should be available in the post-marketing 
environment to allow for the rapid evaluation of serum samples from patients with adverse events 
that might be attributable to the presence of anti-drug antibodies. 
 

 
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 Sponsor has banked samples for the [INSERT NAME] clinical trial.  Once they have suitable 
assays they will analyzed patient serum samples for the presence of binding and neutralizing 
antibodies to [INSERT NAME] and assess the cross-reactivity of those antibodies to native human 
GCSF.  These data will be published in the immunogenicity section of the product label to inform 
patients of the immunogenicity risk. 
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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 study will be laboratory analysis of existing samples. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
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Continuation of Question 4 
 

 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 
 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 

Immunogenicity study as a marker of safety 
 
 
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? 

 

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.  
 
_______RCK________________ 
(signature line for BLAs) 
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Attachment B:  Sample 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 #/Product Name: 125294/tbo-filgrastim 

PMR Description: To conduct an assessment for the presence of anti- tbo-filgrastim and anti-
native human G-CSF binding antibodies using the validated assays 
developed under PMR2 in at least 426 patients enrolled/to be enrolled in 
one or more clinical trials, as a substudy.  

 
PMR Schedule Milestones: Final protocol Submission Date: 08/2013 
 Study Completion Date: 08/2014 
 Final Report Submission Date: 10/2014 
  
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 

 

 Immunogenicity related adverse events, such as extended neutropenia or loss of efficacy were not 
observed in the [INSERT NAME] trial.  In the absence of safety or loss-of-efficacy signals that 
could be attributed to anti-drug antibodies it is acceptable to address the lack of immunogenicity 
data post-marketing.  However it is critical that this data be obtained to more fully understand the 
safety profile of the drug.  In addition these assays should be available in the post-marketing 
environment to allow for the rapid evaluation of serum samples from patients with adverse events 
that might be attributable to the presence of anti-drug antibodies. 
 

 
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 Sponsor has banked samples for the [INSERT NAME] clinical trial.  Once they have suitable 
assays they will analyzed patient serum samples for the presence of binding and neutralizing 
antibodies to [INSERT NAME] and assess the cross-reactivity of those antibodies to native human 
GCSF.  These data will be published in the immunogenicity section of the product label to inform 
patients of the immunogenicity risk. 
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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 study will be laboratory analysis of existing samples. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
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Continuation of Question 4 
 

 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 
 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 

Immunogenicity study as a marker of safety 
 
 
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? 

 

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.  
 
_______RCK________________ 
(signature line for BLAs) 
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Attachment B:  Sample 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 #/Product Name: 125294/tbo-filgrastim 

PMR Description: To develop a validated assay for identification of anti-product antibodies 
that neutralize the bioactivity of tbo-filgrastim. The validation of the assay 
should include the sensitivity and specificity for detection of anti-Neutroval 
antibodies that are also cross-reactive with and neutralize the bioactivity of 
native human granulocyte colony stimulating factor (G-CSF).  

 
PMR Schedule Milestones: Final protocol Submission Date: 09/2012 
 Study Completion Date: 03/2013 
 Final Report Submission Date: 05/2013 
  
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 

 

Immunogenicity related adverse events, such as extended neutropenia or loss of efficacy were not 
observed in the [INSERT NAME] trial.  In the absence of safety or loss-of-efficacy signals that 
could be attributed to anti-drug antibodies it is acceptable to address the lack of immunogenicity 
data post-marketing.  However it is critical that this data be obtained to more fully understand the 
safety profile of the drug.  In addition these assays should be available in the post-marketing 
environment to allow for the rapid evaluation of serum samples from patients with adverse events 
that might be attributable to the presence of anti-drug antibodies. 
 

 
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 Sponsor has banked samples from the [INSERT NAME] clinical trial.  Once they have suitable 
assays they will analyzed patient serum samples for the presence of binding and neutralizing 
antibodies to [INSERT NAME] and assess the cross-reactivity of those antibodies to native human 
GCSF.  These data will be published in the immunogenicity section of the product label to inform 
patients of the immunogenicity risk. 
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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 study will be laboratory analysis of existing samples. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
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Continuation of Question 4 
 

 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 
 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 

Immunogenicity study as a marker of safety 
 
 
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? 

 

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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Attachment B:  Sample 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 #/Product Name: 125294/tbo-filgrastim 

PMR Description: To develop validated screening and confirmatory assays to assess for the 
presence of anti-tbo-filgrastim antibodies. The validation of the assay 
should include the sensitivity and specificity for detection of anti-Neutroval 
antibodies that are also cross-reactive with native human granulocyte 
colony stimulating factor (G-CSF). 

 
PMR Schedule Milestones: Final protocol Submission Date: 09/2012 
 Study Completion Date: 02/2013 
 Final Report Submission Date: 04/2013 
 
 
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 

 

 Immunogenicity related adverse events, such as extended neutropenia or loss of efficacy were not 
observed in the [INSERT NAME] trial.  In the absence of safety or loss-of-efficacy signals that 
could be attributed to anti-drug antibodies it is acceptable to address the lack of immunogenicity 
data post-marketing.  However it is critical that this data be obtained to more fully understand the 
safety profile of the drug.  In addition these assays should be available in the post-marketing 
environment to allow for the rapid evaluation of serum samples from patients with adverse events 
that might be attributable to the presence of anti-drug antibodies. 
 

 
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 Sponsor has banked samples for the [INSERT NAME] clinical trial.  Once they have suitable 
assays they will analyzed patient serum samples for the presence of binding and neutralizing 
antibodies to [INSERT NAME] and assess the cross-reactivity of those antibodies to native human 
GCSF.  These data will be published in the immunogenicity section of the product label to inform 
patients of the immunogenicity risk. 
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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 study will be laboratory analysis of existing samples. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
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Continuation of Question 4 
 

 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 
 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 

Immunogenicity study as a marker of safety 
 
 
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? 

 

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.  
 
___RCK_________________ 
(signature line for BLAs) 
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Attachment B:  Sample 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 #/Product Name: 125294/tbo-filgrastim 

PMR Description: Conduct a trial to evaluate the safety and efficacy of tbo-filgrastim in 
pediatric patients of age 1 month to 16 years. The trial will include 
approximately 50 patients in an open-label program, including sparse 
pharmacokinetic sampling of tbo-filgrastim in solid tumors without bone 
marrow involvement.  

Age groups to be included in the trial: 

Infants 1-24 months, 

Children 2-12 years, 

Adolescents 12-16 years 

 
 Draft protocol submission 02/2013 
PMR Schedule Milestones: Final protocol Submission Date: 06/2013 
 Trial Completion Date: 06/2016 
 Final Report Submission Date: 12/2016 
 
 
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 

 

To satisfy PREA requirements. 
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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.”  

 

 

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? 

 

The goal of the study is to evaluate the safety of tbo-filgrastim in the pediatric population. There is a 
small risk that the safety profile may be different in this population. The new safety information will 
be in a pediatric population. 
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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. 

A PK-PD and safety trial in 50 patients of age 1 month to 16 years.  

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 

Continuation of Question 4 
 

 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 
 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) 

PREA 
 
 

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? 
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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.  
 
__RCK________ 
(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: 

125294 /tbo-filgrastim 

 
PMC Description: 

 
To characterize, using orthogonal methods, and monitor, throughout the 
dating period, sub-visible particulates (SVPs) in the range between  

 and to propose an appropriate control strategy based on the risk to 
product quality, safety, and efficacy.  

 
PMC Schedule Milestones: Study/Trial Completion:  03/2013 
 Final Report Submission:  03/2013 
 Other: Assay Development Findings  03/2013 
 

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 

X  Theoretical concern 
 Other 

 
The sponsor committed to testing for the presence of subvisible particles in the drug product (DP) 
and they propose to set specifications after 12 batches of DP have been produced. However, the 
sponsor should perform a risk assessment on the necessity of continuing to monitor this potential 
product quality attribute.  This is not an approvability issue because the sponsor has committed to 
testing for subvisible particles in the DP. 

 

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 goal of this PMC is for Teva to provide a risk assessment on the necessity for continuing to 
monitor subvisible particles in the range between .    
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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 has agreed to evaluate and provide a risk assessment on sub-visible particulates 
(SVPs) and their effects on the product safety, efficacy, and quality.  Specifically, the sponsor will 
examine, orthogonal methods to study SVPs and to characterize the SVPs for the type and 
amount of aggregates, compare results obtained from the entire size range using the light 
obsuration method (i.e. the USP<788> test result together with the results obtained for the 
particulates between and an orthogonal technique.  The sponsor may be able to 
use the USP <788> test in lieu of SVPs testing only if strong correlations could be made.   

 
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 
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 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 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 
 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: 

X  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? 

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

feasibility, and contribute to the development process? 
 

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.  

 
_________RCK________________ 
(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: 

125294/tbo-filgrastim 

 
PMC Description: 

To conduct a validation study for a quantitative peptide map method for 
release and stability testing and set appropriate release and stability 
specifications for the quantitative peptide map based on the analytical 
capabilities, clinical trial experience, and manufacturing history.   

 
PMC Schedule Milestones: Final Report Submission:  03/2013 
 Other: Assay Specification  03/2013 
 

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 

X  Theoretical concern 
 Other 

 
The peptide mapping assay can be a quantitative assay which measures more than identity.  This is 
not an approvability issue because Teva is currently using the peptide mapping assay as an identity 
test. The method has been validated for this purpose.   

 

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 peptide map is currently used as an identity test. However, when appropriately analyzed, the 
peptide map data also provides a measure of the purity of the drug substance (DS) and drug product 
(DP).  Therefore, the goal is to develop and validate the current peptide map method to be 
quantitative and to include quantitative acceptance criteria for peak areas, relative peak heights, and 
new peaks.  We also recommend, when validating the assay for purity that the acceptance criteria 
should be based on more than one lot of DS and DP.  
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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 agreed to validate the peptide map method as a quantitative assay for purity.  The 
sponsor will set acceptance criteria for peak, areas, relative peak heights, and new peaks.   

 
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) 
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Continuation of Question 4 
 

 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 
 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: 

X  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? 

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

feasibility, and contribute to the development process? 
 

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.  

 
_______RCK____________________ 
(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: 

125294/tbo-filgrastim 

 
PMC Description: 

 
To conduct a quantitative (ppb and ppm) leachables study and risk 
assessment of leachates into the drug product and/or  
in the final container closure system using methods that are suitably 
validated for its intended purpose.   

 
PMC Schedule Milestones: Final Protocol Submission:  10/2012 
 Study Completion:  02/2013 
 Final Report Submission:  06/2013 
 

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 

X  Theoretical concern 
 Other 

 
The sponsor has performed extractable/leachable studies on the stopper alone.  The syringe can also 
contribute to leachates into the final drug product over time. This is not an approvability issue 
because there is a low risk to product quality. 

 

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 sponsor provided only extractable/leachable data for the  used in the container closure 
system of the drug product (DP). The sponsor did not provide extractable/leachable data on the 

 in the presence of the DP or .  Because the presence of 
leachates in the DP may act as an adjuvant to product degradation, the sponsor should assess this 
risk to product quality.   Therefore, the goal of this study is to obtain data on the types of leachables 
from the  container closure system.  
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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 has agreed to test for leachables for the DP in the final container closure system to the 
end-of-shelf-life, in the presence of the DP and  alone, and provide an 
evaluation of the risk to product quality. 

 
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) 
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Continuation of Question 4 
 

 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 
 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: 

X  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? 

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

feasibility, and contribute to the development process? 
 

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.  

 
_______RCK__________________ 
(signature line for BLAs) 
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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 agreed to manufacture a laboratory scale product using polysorbate 80  
 and provide long-term 

product quality data.   

 
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) 
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Continuation of Question 4 
 

 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 
 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: 

X   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? 

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

feasibility, and contribute to the development process? 
 

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.  

 
____RCK_________________ 
(signature line for BLAs) 
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FINAL LABEL AND LABELING REVIEW 
 
Date:        August 29, 2012 
 
Reviewer:  Kimberly Rains, Pharm.D. 

Office of Biotechnology Products 
 
Through:  Jee Chung, Ph.D. 
   Division of Therapeutic Proteins 
 
   Amy Rosenberg, MD 
   Division Director 
   Division of Therapeutic Proteins 
         
Application:   BLA 125294 
 
Product:  Tbo-filgrastim 
    
Applicant:  Sicor Biotech UAB 
 
Submission Date(s): November 30, 2009, June 28, 2012, August 9, 2012, August 27, 

2012 
  

EXECUTIVE SUMMARY 
The carton and container labels for Tbo-filgratim were reviewed and  found to comply 
with the following regulations:  21 CFR 610.60 through 21 CFR 610.67; 21 CFR 201.2 
through 21 CFR 201.25; 21 CFR 201.50 through 21 CFR 201.57 and 21 CFR 200.100.  
USPC Official 8/1/12-11/30/12, USP 35/NF 30.  Labeling deficiencies were identified, 
mitigated and resolved.  Please see comments in the conclusions section.  Each 
submission of labels has been evaluated.  The labels submitted on August 27, 2012 
(sequence 0045) are displayed in the review and are acceptable with the addition of the 
issued U.S. License No. 1803 in the final printed label submission requested in the 
approval letter. 

 
Background:  
STN 125294 is an original Biologic License Application (BLA).  The product is a 
neutrophil growth factor indicated for the reduction in the duration of severe neutropenia 
with non-myeloid malignancies receiving myelosuppressive anti-cancer drugs associated 

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

Office of Biotechnology Products 
Federal Research Center  
Tel. 301-796-4242 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 

PATIENT LABELING REVIEW 

Date: August 08, 2012 

To: Ann Farrell, MD  
Director 
Division of Hematology Products (DHP) 

Through: LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP) 
 
Sharon R. Mills, BSN, RN, CCRP  
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 

From: Latonia M. Ford, RN, BSN, MBA 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

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

Drug Name (established 
name):   

Neutroval ) 

Dosage Form and Route: Injection for subcutaneous use 

Application 
Type/Number/Supplement:  

BLA 125294 

Applicant: Sicor Biotech UAB, Lithuania c/o Teva Global Branded 
Pharmaceutical Industries, Ltd. 
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1 INTRODUCTION 

On February 29, 2012 Teva Pharmaceuticals USA submitted a Complete Response 
(CR) in response to Complete Response (CR) letter issued by the Division of 
Hematology Products (DHP) on September 29, 2010, requesting additional 
information for the approval of a new Biologic License Application (BLA) 125294 
for Neutroval  Injection for subcutaneous use. The Applicant’s proposed 
indication is for the reduction in the duration of severe neutropenia in patients with 
non-myeloid malignancies receiving myelosuppressive anti-cancer drugs associated 
with a clinically significant incidence of febrile neutropenia. 

On March 27, 2012, the Division of Hematology Products (DHP) requested that the 
Division of Medical Policy Programs (DMPP) review the Applicant’s proposed 
Patient Package Insert (PPI) for Neutroval ) Injection for subcutaneous 
use. DHP notified DMPP on August 6, 2012 that the Applicant’s name has changed 
to Sicor Biotech UAB, with Teva Global Branded Pharmaceutical Products R&D 
serving as the US Agent. 

This review is written in response to a request by the Division of Hematology 
Products (DHP) for the Division of Medical Policy Programs (DMPP) to review the 
Applicant’s proposed Patient Package Insert (PPI) for Neutroval  
Injection for subcutaneous use. 

 

2 MATERIAL REVIEWED 

• Draft Neutroval ( ) Injection for subcutaneous use Patient Package Insert 
(PPI) received on February 29, 2012 and received by DMPP on August, 2 2012.  

• Draft Neutroval Injection for subcutaneous use received February 29, 
2012, revised by the Review Division throughout the review cycle, and received 
by DMPP on August 2, 2012. 

 

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 
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accessible for patients with vision loss.  We have reformatted the PPI document 
using the Verdana font, size 11. 
 

In our review of the PPI we have: 

• simplified wording and clarified concepts where possible 

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

• removed unnecessary or redundant information 

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

4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 

5 RECOMMENDATIONS 

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

• Our review of the PPI is appended to this memorandum.  Consult DMPP regarding any 
additional revisions made to the Package Insert (PI) to determine if corresponding 
revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Consumer Drug Promotion 

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

    
 

Memorandum 
 
Date:  August 7, 2012 
  
To:  Lara Akinsanya, Regulatory Health Project Manager, DHP 
 
From:   Adora Ndu, Regulatory Review Officer, DCDP 
 
Subject: BLA 125294 

DCDP comments for Neutroval  
Patient Information 

 

On March 28, 2012, DCDP received a consult request from DHP to review the proposed 
Patient Information for Neutroval.   
 
DCDP has reviewed the proposed labeling using the following version of the proposed 
label received from DHP on August 2, 2012: 
 

 125294_Neutroval Patient Information.doc 
 

After review of the proposed labeling, DCDP offers the following comments. If you have 
any questions on the patient labeling, please contact Adora Ndu at 301-796-5114 or 
adora.ndu@fda.hhs.gov. 
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immunogenicity assays and then re-test banked serum samples as a post-marketing 
requirement.  
 
Below are Immunogenicity CR comments from Aug 2010, along with sponsor response. 

   
8. Please submit a description of your plan for development of a validated screening 
assay for the assessment of an anti-product antibody response to Tbo-filgrastim. The 
validation of the assay should include the sensitivity and specificity for detection of anti-
Neutroval antibodies that are also cross-reactive with native human granulocyte colony 
stimulating factor (G-CSF). In your response, provide the protocol for the requested 
clinical trial. In addition, provide information on the following milestones:  
Date of submission of the validation protocol 
Final report submission date 
If you require clarification on the deficiencies of the current assay, we recommend that 
you submit a request for a type C meeting with FDA. 
 
Sponsor response 
The Sponsor proposed to develop and validate screening assays.  One option is to develop a 
bridging immunoassay using MesoScale Discovery (MSD) technology platform as a 
screening assay for assessing anti-Neutroval antibody responses. The assay consists of 
biotinylated Tbo-filgrastim as capture agent immobilized onto the streptavidin coated plate, 
and ruthenylated Tbo-filgrastim as detection agent. When anti- Tbo-filgrastim antibodies are 
present, an immune complex can be formed in the assay, which then can be detected by light 
emission. Alternatively, a homogeneous bridging ELISA will be developed for screening of 
anti- Tbo-filgrastim antibody responses. The method will be based on the formation of 
sandwich immune complex of anti- Tbo-filgrastim antibody with biotinylated Tbo-filgrastim 
and digoxigenin (DIG)- conjugated Tbo-filgrastim in solution phase. The complex then can 
be detected in an avidin-coated plate with labeled anti-DIG antibody. The assay development 
and validation will be conducted by following FDA draft Guidance for Industry – Assay 
Development for Immunogenicity Testing of Therapeutic Proteins (December 2009) and the  
Mire Sluis et al. white paper. The assay parameters will include sensitivity, precision, 
accuracy, interference and minimal required sample dilution, drug tolerance, specificity, 
robustness and sample stability.  

 
- Date of submission of the validation protocol will be August 15th 2012 
- Final report submission date will be December 15th 2012 
 
Comment to the file: 
In response to our request the Sponsor commits to providing validation protocol and final 
report by specific dates.  This is acceptable for reasons noted above.  
 
9. Please submit a description of your plan for development of a validated assay for 
confirmation of anti-product antibodies identified by the screening assay. The 
validation of the assay should include the sensitivity and specificity for detection of anti-
Neutrova1 antibodies that are also cross-reactive with native human granulocyte colony 
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stimulating factor (G-CSF). In your response, provide the protocol for the requested 
clinical trial. In addition, provide information on the following milestones:  
-Date of submission of the validation protocol 
-Final report submission date 
If you require clarification on the deficiencies of the current assay, we recommend that 
you submit a request for a type C meeting with FDA. 
 
“In addition to the response above to Question 8, the validation of the confirmatory assay 
will include confirmatory cut point determination. The detection of anti- Tbo-filgrastim 
antibodies that are also cross-reactive with native human G-CSF will also be validated by 
measuring the competition capability from recombinant human G-CSF. A glycosylated 
human G-CSF protein produced from Chinese Hamster Ovarian cells (CHO cells) will be 
used as competitor.  
The screened positive samples will be further analyzed in the confirmatory assay based on 
the competition with unlabeled drug: 

-Neutroval as a competitor in the assay to confirm the antibody response specific to the 

product Neutroval; 

-G-CSF protein as a competitor in the assay to confirm that anti-Neutroval antibodies are 

cross-reactive with G-CSF. 
The confirmed positive samples will be measured in the titer assay and further characterized 
in the neutralizing antibody assay (please refer to response to Question 10 below).” 
- Date of submission of the validation protocol: August 15th 2012 
- Final report submission date: December 15th 2012 

 
Comment to the file: 
In response to our request the Sponsor commits to providing validation protocol and final 
report by specific dates.  This is acceptable for reasons noted above.  
 
10. Please submit a description of your plan for development of a validated assay for 
identification of anti-product antibodies that neutralize the bioactivity of Neutroval. 
The validation of the assay should include the sensitivity and specificity for detection of 
anti- Neutrova1 antibodies that are also cross-reactive with and neutralize the 
bioactivity of native human granulocyte colony stimulating factor (G-CSF). In your 
response, provide the protocol for the requested clinical trial. In addition, provide 
information on the following milestones: 

-Date of submission of the validation protocol 

-Final report submission date 

If you require clarification on the deficiencies of the current assay, we recommend that 
you submit a request for a type C meeting with FDA. 
 
Sponsor Response: 
Teva proposes to develop and validate a cell-based assay for measuring neutralizing 
antibodies against Tbo-filgrastim using NFS-60 cell lines by following FDA draft Guidance 
for Industry - Assay Development for Immunogenicity Testing of Therapeutic Proteins 
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(December 2009). “The inhibition of NFS-60 cell proliferation is the read out. The assay 
parameters to be assessed include matrix interference, sensitivity, specificity, precision and 
accuracy.”  Teva will also determine whether anti- Tbo-filgrastim antibodies neutralize the 
bioactivity of G-CSF by performing the assay in the presence of glycosylated human G-CSF 
produced from CHO cells. “All confirmed antibody positive samples will be further 
characterized in the following cell-based neutralizing antibody assays in the presence of 
either Neutroval (Nab assay I) or G-CSF (Nab assay II): 

-Nab-assay I: identification of neutralizing anti-Neutroval antibodies 

-Nab-assay II: anti-Neutroval antibodies that are cross-reactive and neutralize the bioactivity 

of human G-CSF.” 
 

-Date of submission of the validation protocol will be on August 15th 2012 

-Final report submission date: December 15th 2012 

 
Comment to the file: 
In response to our request the Sponsor commits to providing validation protocol and final 
report by specific dates.  This is acceptable for reasons noted above.  
 
 
11. Provide a plan for assessing for the presence, persistence, and effects of anti-
Neutroval and anti-native human GCSF binding and neutralizing antibodies using 
validated assays in at least 500 patients enrolled or to be enrolled in one or more clinical 
trials. You should provide a listing of the clinical trials in which this assessment will be 
conducted. In your plan, you should provide information on the following milestones: 

-Date of submission of the protocol for clinical immunogenicity assessment 

-Date of completion of the study 

-Final report submission date  

Sponsor response: 
Teva “conducted three clinical trials – XM-02-02-INT, XM02-03-INT and XM02-04-INT, 
from which there are a total of 426 enrolled patients making samples available for 
immunogenicity assessment. Serum samples collected from these subjects had been used for 
analysis using previous assays. However, second aliquots for each time point from these 
subjects’ samples have been appropriately stored and are available for this analysis. Teva 
plans to analyze these samples for anti-Neutroval antibodies when the validated assays are 
available and agreeable by the FDA. These samples were collected during the clinical 
development program between December, 2004 and March, 2006. Detail on the studies and 
the storage conditions are provided in Table 1. 
Justification to use these samples: 
1. Selected patients in these studies were treated with XM02 (Tbo-filgrastim). 
2. Serum aliquots have sufficient volume (>500 μl) to perform the planned new 
immunogenicity cascade mentioned below. 
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3. The serum sample aliquots are the back up samples. They were collected and stored for the 
purpose of additional analyses in response to questions if coming a posteriori from Health 
Authorities with respect to the assay. 
4. Serum samples have been stored and consistently monitored at -80°C under GLP 
conditions, and have not undergone any freezing/thawing cycles.” 
 
Samples that screen and confirm positive will be titered and tested in the neutralizing 
antibody assays “to assess the neutralizing activities of the anti-product antibodies and their 
cross reactivity with and neutralization activities of the endogenous G-CSF.” 

 
Table 1: Listing of clinical trials to be re-analyzed by proposed immunogenicity cascade 

 

 
 
 
i. Date of submission of the protocol for clinical immunogenicity assessment will be 
December 15th 2012 
ii. Date of completion of the study will be June 01st 2013 
iii. Final report submission date September 15th 2013 
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Comment to the file: 
The Sponsor provided an update on the samples available for retesting.  Based on the initial 
immunogenicity data from the clinical trial the incidence is expected to be at least 2.4%.  
Therefore data from 426 patients should be adequate to assess immunogenicity.  This is 
acceptable for reasons noted above. 
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Therapeutic Biological Establishment Evaluation  
Request (TB-EER) Form 

Version 1.0 
 

Instructions:  
The review team should email this form to the email account “CDER-TB-EER” to 
submit: 

1) an initial TB-EER within 10 business days of the application filing date 
2) a final TB-EER 15-30 days prior to the action date 

 
Note: All manufacturing1 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form.  For bundled 
supplements, one TB-EER to include all STNs should be submitted. 
 

 
APPLICATION INFORMATION 

 
PDUFA Action Date: August 30, 2012 
 
Applicant Name: SICOR Biotech UAB 
U.S. License #: 1803 
STN(s): 125294/0/32 
Product(s): NEUTROVALTM ( ) 
 
Short summary of application: BLA resubmission – Final TB-EER request   
 
   FACILITY INFORMATION 
 
Manufacturing Location: 
Firm Name: SICOR Biotech UAB 
Address: Moletu, Pl.5, Vilinus, Lithuania. 
FEI: 3008110727 
Short summary of manufacturing activities performed: Drug substance manufacturing. 
 
Inspected by CDER-DMPQ from 5/31/10-6/4/10 and classified NAI.  This inspection 
was a comprehensive PLI and CGMP inspection for operations.  This site was 
found acceptable for these operations. 
 
Manufacturing Location: 
Firm Name: TEVA Pharmaceutical Industries, Ltd, 
Address: 64 Hashikma St., Industrial Zone, Kfar Saba, Israel 44102 

                                                 
1The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, preparation, propagation, 
compounding, or processing of a drug or drugs as used in section 510 of the act [21 U.S.C. § 360] and is the making by chemical, 
physical, biological, or other procedures of any articles that meet the definition of drugs in section 201(g) of the act.  The term 
includes manipulation, sampling, testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to further the distribution of the 
drug from the original place of manufacture to the person who makes final delivery or sale to the ultimate consumer.”  
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FEI: 3002721084 
Short summary of manufacturing activities performed: Drug product manufacturing 
 
Inspected by IOG from 8/23/10-8/26/10 and classified VAI.  This CGMP inspection 
covered sterile manufacturing operations and found the SVS profile updated and 
acceptable. 
 
OVERALL RECOMMENDATION: 
 
There are no pending or ongoing compliance actions that prevent approval of this BLA. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology                                                                   

Office of Medication Error Prevention and Risk Management 
 

Label, Labeling and Packaging Review 

Date:  July 23, 2012 

Reviewer:  Sarah K. Vee, PharmD, Safety Evaluator 
 Division of Medication Prevention and Analysis 

Team Leader  Yelena Maslov, PharmD, Acting Team Leader 
  Division of Medication Prevention and Analysis 

Division Director  Carol A. Holquist, RPh 
 Division of Medication Prevention and Analysis 

Drug Name and Strengths:             Neutroval  
  (XM-02)  
  Injection 
  300 mcg/0.5 mL, 480 mcg/0.8 mL prefilled syringes 

Application Type/Number:  BLA 125294 

Applicant/sponsor:  Teva 

OSE RCM #:  2012-917 

 

 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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 Container and Closure Systems: Primary: Type I glass syringe barrel, 
 rubber stopper, steel needle.  Secondary: cardboard cartons   

(1, 5, or 10 syringes) 

2 METHODS AND MATERIALS REVIEWED 

We reviewed the Neutroval labels, carton, blister, and package insert labeling submitted 
by the Applicant. 

2.1 LABELS AND LABELING 

Using the principals of human factors and Failure Mode and Effects Analysis,1 along 
with post marketing medication error data, the Division of Medication Error Prevention 
and Analysis (DMEPA) evaluated the following: 

 Container Labels submitted  July 2, 2012 (Appendix A) 

 Carton Labeling submitted  July 2, 2012   (Appendix B) 

 Blister Pack Labeling submitted July 2, 2012 (Appendix C) 

 Insert Labeling submitted  July 2, 2012 (No image) 

2.2 PREVIOUSLY COMPLETED REVIEWS 

DMEPA had previously reviewed the label and labeling in OSE Review# 2009-2469.  
The comments were sent the Applicant on June 13, 2012. 

3 CONCLUSIONS  

DMEPA concludes that the proposed label and labeling can be improved to increase the 
readability and prominence of important information on the labels and labeling to 
promote the safe use of the product. 

4 RECOMMENDATIONS  

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

A. All Syringe Labels, Carton Labeling, Blister Pack Labeling: 
 

1. The grey color font used for the 480 mcg strength is too similar to the 
background information printed in black font surrounding the strength thereby 
giving the strength statement a less prominent appearance on the label.  We 
recommend that you change the color of the strength for the 480 mcg, so that 
the strength stands out among the text and does not overlap with other colors 
on the syringe label, carton labeling, and blister pack labeling. 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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B. Carton Labeling (300 mcg/0.5 mL and 480 mcg/0.8 mL) 

1. The boxed strength statement on the 480 mcg 5 pack pre-filled syringes 
with safety needle guard reads   Please correct this statement so 
that it reads 480 mcg. 

2. Add the word “only” to the statement “For subcutaneous use” and increase 
the font size of the statement so that it stands out among the surrounding 
text. Thus, the route of administration should read: 

     “For Subcutaneous Use Only” 

3. Revise the boxed strength statement to include the volume since this is a 
solution, thus the strength should be expressed as mcg/mL (i.e.              
300 mcg/0.5 mL and 480 mcg/0.8 mL) 

4. Relocate the statement “Discard Unused Portion” to appear immediately 
below the “Single-use pre-filled syringe” statement. 

5. Decrease the font size of the net quantity so that it appears less prominent 
than the statement of strength to help prevent confusion between the 
numeric value of the net quantity and the strength. 

C.  Blister Pack Labeling (300 mcg/0.5 mL and 480 mcg/0.8 mL) 

1. See comments B. 2 through B.4 and revise the blister pack labeling 
accordingly 

D. Insert Labeling 

1. Section 2.3 Instructions for Use of the Safety Needle Guard Device: We 
recommend that you provide detailed, color illustration for each step of the 
instructions for use to ensure safe and proper use of the device. 

If you have further questions or need clarifications, please contact Sue Kang, project 
manager, at 301-796-4216. 
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REGULATORY PROJECT MANAGER  
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Supplements 
 
Application: 125294 
 
Application Type: New BLA – Resubmission to CR  
 
Name of Drug: Neutroval  Injection 
 
Applicant: Teva Pharmaceuticals USA 
 
Submission Date: February 29, 2012 
 
Receipt Date: February 29, 2012 

 

1.0 Regulatory History and Applicant’s Main Proposals 
 

This submission contains a response to the complete response (CR) letter that was issued on 
September 29, 2010.  In this submission, Teva Pharmaceuticals is addressing all deficiencies and 
information requests identified by the Agency in the Complete Response letter.   PDUFA Goal Date is 
August 30, 2012. 

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

 
3.0 Conclusions/Recommendations 
 
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see 
the Appendix.   
 
All SRPI format deficiencies of the PI will be conveyed to the applicant in an advice letter. The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by June 22, 
2012. The resubmitted PI will be used for further labeling review. 
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5.0 Appendix 
 

Selected Requirements of Prescribing Information (SRPI) 
 

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

 
 
 
 

 

Highlights (HL) 
GENERAL FORMAT  
1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 

minimum of 8-point font.  
Comment:        

2. HL is one-half page or less than one-half page (the HL Boxed Warning does not count against 
the one-half page requirement).  If longer than one-half page: 

• Filing Period (Regulatory Project Manager Physicians’ Labeling Rule (PLR) Format 
Review):  RPM has notified the Cross-Discipline Team Leader (CDTL).  

• End-of Cycle Period: A waiver has been or will be granted by the review division.  
Comment:     

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

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

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

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

Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement  Required 
• Product Title  Required  
• Initial U.S. Approval  Required 
• Boxed Warning  Required if a Boxed Warning is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  
• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 
• Contraindications  Required (if no contraindications must state “None.”)

YES 

YES 

YES 

YES 

YES 

YES 
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• 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 
* See Recent Major Changes section below. 
** Virtually all product labeling should include at least one Warning and Precaution. 

 Comment:   
 
 

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

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

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

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

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

 Comment:        

Product Title  
10. Product title in HL must be bolded.  
 Comment:        

Initial U.S. Approval  
11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 

include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 
 Comment:        

Boxed Warning  
12. All text must be bolded. 
 Comment:        
13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 

 Comment:        

YES 

YES 

YES 

YES 

YES 

N/A 

N/A 

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

 Comment:        
15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 

prescribing information for complete boxed warning.”) 
 Comment:        
16. Should use sentence case for summary (combination of uppercase and lowercase letters typical 

in a sentence). 
 Comment:        
 
Recent Major Changes (RMC)  
17. Other than these five sections of the FPI: Boxed Warning, Indications and Usage, Dosage and 

Administration, Contraindications, and Warnings and Precautions, there are no other sections 
noted in RMC. 

 Comment:  This Section Only Applies To Changes Being   Made To An Already Approved Pi. 
18. Must be listed in same order in HL as they appear in FPI. 

Comment:        
19. Includes heading(s) and if appropriate subheading(s) of labeling section(s) affected by the recent 

major change, together with each section’s identifying number and date (month/year format) on 
which the change was incorporated in the PI (supplement approval date). For example, “Dosage 
and Administration, Coronary Stenting (2.2) --- 2/2010”.  

 Comment:        
20. Must list changes for at least one year after the supplement is approved and must be removed at 

the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 

 Comment:        

Indications and Usage 
21. If a product belongs to an established pharmacologic class, the following statement is required in 

the Indications and Usage section of HL: [(Product) is a (name of class) indicated for 
(indication)].”  

 Comment:        

Dosage Forms and Strengths 
22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 

injection, suspension) or tabular presentations of information is used. 
 Comment:        

Contraindications 
23. All contraindications listed in the FPI must also be listed in HL or must include the statement 

“None” if no contraindications are known. 
 Comment:        

N/A 

N/A 

NO 

N/A 

N/A 

N/A 

YES 

YES 

YES 

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

Adverse Reactions  
25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”. Only includes a U.S. phone number. 

 Comment:  FDA website should not be in italics. 

Patient Counseling Information Statement  
26. Must include one of the following bolded verbatim statements:  

 

Product does not have FDA-approved patient labeling: 
• “See 17 for PATIENT COUNSELING INFORMATION”  
 

Product has FDA-approved patient labeling: 
 

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  
• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  
 Comment:        

Revision Date 
27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   
 Comment:  Revision Date is not In MM/YYYY Format. 

 
 

Contents: Table of Contents (TOC) 
 

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

Comment:          
29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 

“FULL PRESCRIBING INFORMATION: CONTENTS”. 
 Comment:        
30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must 

match the headings and subheadings in the FPI. 
 Comment:  Subheading For 6.1 Does Not Match Subheading In FPI.  

Subheading For 6.3 Should Be Removed - not present in FPI.   
31. The same title for the Boxed Warning that appears in the HL and FPI must also appear at the 

beginning of the TOC in UPPER-CASE letters and bolded. 
 Comment:        
32. All section headings must be bolded and in UPPER CASE.  

YES 

YES 

NO 

YES 

YES 

NO 

N/A 

YES 
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 Comment:        
33. All subsection headings must be indented, not bolded and in title case. 
 Comment:        
34. When a section or subsection is omitted, the numbering does not change.  

Comment:        
35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 

“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

 Comment:        
 

 

Full Prescribing Information (FPI) 

GENERAL FORMAT 
36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 

“FULL PRESCRIBING INFORMATION”.  
 Comment:        
37. All section and subsection headings and numbers must be bolded. 
 Comment:        
38. The bolded section and subsection headings must be named and numbered in accordance with 

21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

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

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

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 

YES 

YES 

YES 

YES 

YES 

YES 
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12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

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

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

 Comment:        
 
 
39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 

Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI at approval. 

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

heading) followed by the numerical identifier in italics.  For example, [see Warnings and 
Precautions (5.1)]. 

 Comment:        
41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 

subsections must be marked with a vertical line on the left edge. 
 Comment:         
 
FULL PRESCRIBING INFORMATION DETAILS 
 
Boxed Warning 
42. All text is bolded. 

Comment:        
43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 

one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 
Comment:        

44. Should use sentence case (combination of uppercase and lowercase letters typical in a sentence) 
for the information in the Boxed Warning. 
Comment:        

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

Comment:        
 
Adverse Reactions  

YES 

YES 

N/A 

N/A 

N/A 

N/A 

N/A 
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46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

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

 

Comment:        
 
 
 
 
 
 
 
 
 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

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

 

Comment:        
 

 

Patient Counseling Information 
48. Must reference any FDA-approved patient labeling, include the type of patient labeling, and use 

one of the following statements at the beginning of Section 17: 
• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

 
Comment:  The Type Of Patient Labeling (Patient Information) Was Not Included. 

 

 

YES 

N/A 

NO 
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Interdisciplinary Review Team for QT Studies Consultation: 
Protocol Review 

BLA 125294 

Generic Name XM02 

Sponsor Teva Pharmaceuticals, Inc. 

Indication 

Reduction in the duration of severe 
neutropenia in patients with non myeloid 
malignancies receiving myelosuppressive 
anti cancer drugs associated with a 
clinically significant incidence of febrile 
neutropenia. 

Dosage Form Subcutaneous  
administration 

Drug Class 
Device-biologic combination 
Recombinant methionyl human 
granulocyte colony stimulating factor 

Therapeutic Dose 5  μg/kg  

Duration of Therapeutic Use Chronic 

Maximum Tolerated Dose NA 

Application Submission Date February 29, 2012 

Review Classification TQT study protocol 

Date Consult Received March 23 2012 

Clinical Division DHP 
 

Note: Any text in the review with a light background should be inferred as copied from 
the sponsor’s document. 

1 SUMMARY 

Reference ID: 3130928
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INTRODUCTION  
On February 29, 2012, TEVA Pharmaceuticals submitted a Complete Response Submission for 
Neutroval ) injection for subcutaneous  use, BLA 125294, addressing 
deficiencies and information requests outlined in the Agency’s September 10, 2010, Complete 
Response Letter.  The original Neutroval BLA was submitted November 30, 2009.  Neutroval is 
proposed for the reduction in the duration of severe neutropenia and the incidence of febrile 
neutropenia in patients treated with established myelosuppressive chemotherapy for cancer.   
 
On March 23, 2012, the Division of Hematology Products (DHP) consulted the PMHS-Pediatrics 
to review the Pediatric Use subsection of the proposed Neutroval labeling.   
 
BACKGROUND 
Neutroval ) injection for subcutaneous  use 
Filgrastim is a human granulocyte colony-stimulating factor (G-CSF) produced by recombinant 
DNA technology.  Colony-stimulating factors are proteins which act on hematopoietic cells by 
binding to specific cell surface receptors and stimulating proliferation‚ differentiation 
commitment‚ and some end-cell functional activation.  Neutroval was developed as a similar 
biological medicinal product to the innovator Neupogen; however, the biologic product was 
submitted under section 351(a) of the PHS Act; therefore, the Sponsor cannot rely on existing 
data from the Neupogen application.  Of note, the same application has been submitted in Europe 
as a biosimilar to the European Medicine Agency’s (EMA) approved filgrastim product 

The Pediatric Research Equity Act (PREA) was triggered by this application because the 
Neutroval BLA was submitted under section 351(a) of the PHS Act as a new active ingredient, 
and not as a biosimilar to Neupogen.  Pediatric studies have been conducted with Neupogen 
(filgrastim) and that product is labeled with data from the pediatric studies.1 

TEVA Pharmaceuticals submitted a Partial Waiver, Deferral, and Pediatric Plan for Neutroval 
with their original BLA submission on November 30, 2009.  The Partial 
Waiver/Deferral/Pediatric Plan for Neutroval was discussed at a Pediatric Review Committee 
Meeting (PeRC) on August 11, 2010 (see Appendix A for the PeRC August 11, 2010 minutes).   
 
PROPOSED PEDIATRIC USE LABELING (dated February 29, 2012) 
 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
------------------------------USE IN SPECIFIC POPULATIONS------------------------ 

• The safety and effectiveness of Neutroval have not been established in patients under 18 
years of age (8.4) 

 
8 USE IN SPECIFIC POPULATIONS  

8.4 Pediatric Use  
 The safety and effectiveness of Neutroval in pediatric patients have not been established.  
 
 
 

                                                           
1 See Current Approved Neupogen labeling, March 2, 2010 

Reference ID: 3130011
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DISCUSSION and CONCLUSIONS 
Pediatric Use Labeling 
The Pediatric Use subsection should clearly describe what is known and what is unknown about 
use of a drug in children, including limitations of use.  This subsection should also highlight any 
differences in efficacy or safety in children versus the adult population.  For products with 
pediatric indications, pediatric use information should be placed in the specific sections of 
labeling as warranted.   
 
A pediatric use statement is not required in the Highlights of Prescribing Information section of 
Neutroval labeling as there is no specific pediatric use information to convey; studies have not 
been conducted in pediatric patients and no safety concerns exist regarding use of Neutroval in 
children.  The Sponsor’s proposed pediatric use statement in subsection 8.4 Pediatric Use is the 
appropriate regulatory statement (per 21 CFR 201.57 (c) (9) (iv) (F)) to use in Neutroval labeling 
as pediatric studies have not been conducted with this biological product. 
 
PeRC 
DHP does not have to return to PeRC to discuss the submitted Partial Waiver/Deferral/ Pediatric 
plan for Neutroval unless the Division’s scientific thinking regarding pediatric studies with this 
biological product have changed since August 11, 2010. 
 
PMHS PEDIATRIC USE LABELING RECOMMENDATIONS 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
------------------------------USE IN SPECIFIC POPULATIONS------------------------ 

• Pediatric Use:  Safety and effectiveness not established (8.4). 
 
Reviewer Comment:  This information is optional as there is no specific pediatric use 
information to convey in the Highlights of Prescribing section of labeling. 

 
8 USE IN SPECIFIC POPULATIONS  

8.4 Pediatric Use  
 The safety and effectiveness of Neutroval in pediatric patients have not been established.  
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 C O N S U L T   R E V I E W  
 
Date:  March 26, 2012 
 
From:  William M. Burdick, Biomedical Engineer/Physicist 
  ODE/DAGID, General Hospital Device Branch 
 
To:  Albert Deisseroth, MD, CDER/Div. of Hematology Products 
  WO22, RM2234 
 
Subject: GEN 1200222: BLA 125294-Neotroval delivery system, sponsored by 

Teva Pharmaceuticals USA  
 
Purpose 
Cycle 2 review of documents contained in subject submission and advise whether if the 
sponsor has adequately addressed the CDRH issues listed in the CR letter issued 
September 29, 2010.  
 
Assessment of Response to CDRH Deficiencies 
The CDRH deficiencies conveyed to the sponsor in the September  29,  2010  
Complete  Response  letter  from  the  former Division of Biologic Oncology Products, 
CDER is provided below in bold typeface. The responses from Teva Pharmaceuticals 
USA (Teva) is shown in regular typeface, and the CDRH assessment of the responses 
is provided in bold italics. 

Reference ID: 3138389
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mechanical property of your device. Modify your testing procedures and pass/fail 
criteria to reflect the relevant portions of the standards that affect the 
performance of your device (such as bond strength). 
 
Teva cited the January 12, 2011 industry meeting in which Teva, CDER, and CDRH 
representatives were present. Teva also stated that they have been in close 
communication with  and have been assured that all deficiencies have been 
addressed in the DMF Amendment submitted to FDA on September 12, 2011. 
 
As a manufacturer of the combination product, Teva also stated that they have 
performed the required performance testing on the pre-filled syringes containing 
Neutroval drug product. Test results from the following analyses were presented in 
Module 3.2.P.2.4 Container Closure System, Appendix 11: 
 
• Dead space test performed on filled syringes 
• Needle bond strength test performed on empty syringes 
• Needle bond tightness test performed on filled syringes to evaluate integrity of the 

bond is maintained while force is applied to expel the drug component 
• Dose accuracy determination performed on filled syringes to ensure that appropriate 

volume of the drug is expelled at every graduation mark 
 
CDRH Assessment of Response  
The results were acceptable for three of the four analyses (Appendix 11) cited 
above: 
 
• Dead space test performed on filled syringes 
• Needle bond strength test performed on empty syringes 
• Needle bond tightness test performed on filled syringes to evaluate integrity of 

the bond is maintained while force is applied to expel the drug component 
 
In determining dose accuracy at every graduation mark, Teva chose testing 
requirements from the USP standard. That test only specified that the minimum 
amount of fluid for each graduation mark must be satisfied. The actual test as 
outlined in Section 9 (Tolerance on graduated capacity) of FDA Consensus 
Standard ISO 7886-1, Sterile hypodermic needles for single use – Part 1: Syringes 
for manual use, specifies both high and low tolerances for each graduation mark. 
According to the results for the USP test, the results was acceptable for only one 
graduation mark (0.7 ml). 
 
 
RECOMMENDATION 
Teva should be requested to re-test for dose accuracy determination performed on filled 
syringes to ensure that the appropriate volume of the drug is expelled at every 
graduation mark. The deficiency can be stated as following: 
 

Reference ID: 3138389
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Please re-test for dose accuracy determination performed on filled 
syringes to ensure that the appropriate volume of the drug is 
expelled at every graduation mark.  Please test according to Section 
9 (Tolerance on graduated capacity) of FDA Consensus Standard 
ISO 7886-1, Sterile hypodermic needles for single use – Part 1: 
Syringes for manual use; 1993/Corrigendum 1:1995 (2007 edition).  
This test specifies both high and low tolerances for each graduation 
mark on the syringe. 

 
 
Sincerely, 
 
Bill 
 
William M. Burdick 
 
Biomedical Engineer/Physicist 
FDA/CDRH/ODE/DAGID/General Hospital 
HFZ-480, Rm 340U 
9200 Corporate Blvd. 
Rockville, MD 20850 
Ph. #: (301)594-1287x171 
FAX #: (301)594-2358 
E-Mail: william.burdick@fda.hhs.gov 
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