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Executive Summary 
The carton and container labels for Raxibacumab 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, 21 CFR 200.100 and 
United States Pharmacopeia, USP 35-NF 30 (8/1/12-11/30/12).  Labeling deficiencies 
were identified, mitigated, and resolved.  Comments are listed in the conclusions section. 
The carton and container labels submitted on December 7, 2012 are acceptable. 

  

Background and Summary Description 
 

STN 125349 for Raxibacumab is a Biologic License Application (BLA) indicated for the 
treatment of patients with inhalation anthrax due to B. anthracis.  The product is 
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currently held in the Strategic National Stockpile (SNS) under IND and is labeled with 
agency approved exemptions.  The BLA contains commercial labels and overlabels that 
will be applied to the approved IND labeled product upon approval.  The product is 
supplied as 1700 mg/ 34 mL (50mg/ml) single–use glass vials. The application received a 
Complete Response on November 14, 2009. Revised labels were submitted with 
resubmitted data for review.   
 
Materials  Reviewed:  
Raxibacumab 
Container labeling-commercial label and overlabel for SNS stock  
Carton –unit   
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SNS labels Submitted June 19  2009 

 
Proposed Commercial label Submitted June 15, 2012 
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I. Container 

 
A. 21 CFR 610.60 Container Label (Commercial) 

1. Full label. The following items shall appear on the label affixed 
to each container of a product capable of bearing a full label: 

 
a. The proper name of the product – Raxibacumab – is 

displayed as Raxibacumab  without a proprietary 
name, (trade name). This does not conform to the 
regulation. Remove the  from the name. 

 
b. The name, addresses, and license number of the 

manufacturer – The complete address should be listed, 
along with the U.S. license number. The following 
presentation is displayed on the side panel:  U.S. License 
No is listed as XXXX  Manufactured by 
Human Genome Sciences, Inc, Rockville, MD 20850.    
This conforms to the regulation.  

 
c. The lot number or other lot identification – Is not displayed.  

This does not conform to the regulation. 
 

d. The expiration date – Is not displayed.  This does not 
conform to the regulation. 

 
e. The recommended individual dose, for multiple dose 

containers – This is a single use vial. A statement appears 
on the label to this effect.  

 
f. The statement “Rx only” for prescription biologicals – The 

statement “Rx Only” is located on the label. This conforms 
to the regulation. 

 
g. If a Medication Guide is required under part 208 of the 

chapter, the statement required under §208.24(d) of this 
chapter instructing the authorized dispenser to provide a 
Medication Guide to each patient to whom the drug is 
dispensed and stating how the Medication Guide is 
provided, except where the container label is too small, the 
required statement may be placed on the package label – 
Exempted from this requirement. This section does not 
apply.  

 
2. Package label information. If the container is not enclosed in a 

package, all the items required for a package label shall appear 
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on the container label. – The container is enclosed in a package 
(carton). This section does not apply.  
 

3. Partial label. If the container is capable of bearing only a partial 
label, the container shall show as a minimum the name 
(expressed either as the proper or common name), the lot number 
or other lot identification and the name of the manufacturer; in 
addition, for multiple dose containers, the recommended 
individual dose. Containers bearing partial labels shall be placed 
in a package which bears all the items required for a package 
label. – This section does not apply. 

 
4. No container label. If the container is incapable of bearing any 

label, the items required for a container label may be omitted, 
provided the container is placed in a package which bears all the 
items required for a package label. – This container bears a label.  

 
5. Visual inspection. When the label has been affixed to the 

container, a sufficient area of the container shall remain 
uncovered for its full length or circumference to permit 
inspection of the contents. – This does not conform to the 
regulation. Need info. 

 
B. 21 CFR 201.2 Drugs and devices; National Drug Code numbers – The 

National Drug Code (NDC) number is located on label. This conforms to 
the regulation. 

 
C. 21 CFR 201.5 Drugs; adequate directions for use – No statement appears 

on the label.  This does not conform to the regulation. 
 
D. 21 CFR 201.6 Drugs; misleading statements – The only name that appears 

on the label is the proper name. This conforms to the regulation.  
 

E.  21 CFR 201.10 Drugs; statement of ingredients – This conforms to the 
regulation. 

 
F. 21 CFR 201.15 Drugs; prominence of required label statements – All 

required statement (“Rx Only”, “Do not Freeze”, and storage conditions) 
are prominent and do not overlap. This conforms to the regulation.  

 
G. 21 CFR 201.17 Drugs; location of expiration date – The expiration date is 

not displayed on the label.   This does not conform to the regulation.  
 
H. 21 CFR 201.25 Bar code label requirements – A bar code does appear on 

the label. This conforms to the regulation.  
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End of Sponsor Material 

 
II. Carton  

A. 21 CFR 610.61 Carton/Package Label – Commercial Unit  
Carton 

 
a. The proper name of the product – Raxibacumab – is 

displayed as Raxibacumab  without a proprietary 
name, (trade name). This does not conform to the 
regulation. Remove the  from the name.  

 
b. The name, addresses, and license number of the 

manufacturer – The complete address should be listed, 
along with the U.S. license number. The following 
presentation is displayed on the side panel:  U.S. License 
No is listed as XXXX  Manufactured by 
Human Genome Sciences, Inc, Rockville, MD 20850.    
This conforms to the regulation. 

 
c. The lot number or other lot identification – The lot number 

is not listed. This does not conform to the regulation.  
 

d. The expiration date – The expiration date is not listed 
below the lot number on the carton. This does not conform 
to the regulation. 
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m. The type and calculated amount of antibiotics added during 
manufacture – None listed.  This conforms to the regulation. 

 
n. The inactive ingredients when a safety factor, or reference 

to enclosed circular containing appropriate information – 
listed on carton and Prescribing Insert.  This conforms to 
the regulation. 

 
o. The adjuvant, if present – None listed. This conforms to the 

regulation. 
 
p. The source of the product when a factor in safe 

administration – None listed.  This conforms to the 
regulation. 

 
q. The identity of each microorganism used in manufacture, 

and, where applicable, the production medium and the 
method of inactivation, or reference to an enclosed circular 
containing appropriate information. – None listed.  This 
conforms to the regulation. 

 
r. Minimum potency of product expressed in terms of official 

standard of potency or, if potency is a factor and no U.S. 
Standard of Potency has been prescribed, the words “No 
U.S. Standard of Potency” – Displayed on side panel.  This  
conforms to the regulation.  

 
s. The statement “Rx only” for prescription biologicals – The 

statement “Rx Only” is located on the front and back of the 
carton.  This conforms to the regulation. 

 
t. If a Medication Guide is required under part 208 of this 

chapter, the statement required under §208.24(d) of this 
chapter instructing the authorized dispenser to provide a 
Medication Guide to each patient to whom the drug is 
dispensed and stating how the Medication Guide is 
provided, except where the container label is too small, the 
required statement may be placed on the package label –
This conforms to the regulation. 

 
B. 21 CFR 610.62 Proper name; package label; legible type [Note: Per 21 

CFR 601.2©(1), certain regulation including 21 CFR 610.62 do not apply 
to the four categories of “specified” biological products listed in 21 CFR 
601.2(a)] – The proper name, Raxibacumab, is the only name on the label.  
This conforms to the regulation.   
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IV. Conclusions and Recommendations  
 

 The following deficiencies were noted in the initial review of the 
container and carton labels:  

  A. Commercial Container label 
1. Per 21 CFR 610.61(c)(d) and 21 CFR 201.100, please add 

the lot and expiration date to the container label.  Change 
made and acceptable with June 15, 2012.  

 
2.  Per 21 CFR 610.60, please provide information to describe 

how the label has been affixed to the container to permit 
visual inspection of the vial contents.  Information 
submitted and acceptable with June 15, 2012. 

 
B. Commercial Cartons 

1. Per USPC Official 8/1/09-12/1/09, USP 32/NF27, <1091> 
Labeling of Inactive Ingredients, please list the names of all 
inactive ingredients in alphabetical order. Consider the 
following format in alphabetical order: inactive ingredient 
(amount).  Change made and acceptable with June 15, 2012 
submission. 

 
2. Per 21 CFR 610.61(c)(d) and 21 CFR 201.100, please add 

the lot and expiration date to the unit  
 cartons.  A place holder has been identified on 

the bottom of the container with the June 15, 2012 
submission. 

 
C. Commercial Carton and Container  
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Change made and acceptable with June 15, 2012 
submission. 
 

D. SNS container, unit carton  labels with the 
addition of the overlabels have the following deficiencies:  
1. The manufacturer is listed incorrectly per the definition of 

manufacturer listed in 21 CFR 600.3(t). The statement, 

 
 
 
  

   The correct statement is listed on the commercial labels as: 
   “Manufactured by 

Human Genome Sciences, Inc. 
Rockville, MD 20850” 
Change made and acceptable with September 5, 2012 
submission. 
 

2. The proper name, “Raxibacumab ” does not conform 
to the definition of proper name per 21 CFR 600.3(k).   

  “Raxibacumab” is the correct proper name per 21 CFR 
600.3(k).  Change made and acceptable with September 5, 
2012 submission. 

 
3. The statement, “No Preservative” is not displayed on the 

carton per 21 CFR 610.61 (e).  It may be added to an 
overlabel to comply with the requirement. Change made 
and acceptable with September 5, 2012 submission. 

 
4. The statement, “Rx Only”, is not displayed on the  

carton per 21 CFR 610.61(s) and 21 CFR 201.100.  It may 
be added to the overlabel to meet this requirement.  . 
Change made and acceptable with September 5, 2012 
submission. 

 
Amendment  
Labels and labeling were resubmitted on December 7, 2012 with changes 
requested by the Division of Medication Error Prevention and Analysis (DMEPA).  
The labels submitted on December 7, 2012 are acceptable. 
The following revisions were submitted: 
 
 
1. Commercial Vial Label 

• The quantity, 34 mL, has been added to the bottom left section of the vial 
label. 
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addition, the company logo for GlaxoSmithKline has been added to the 
side panel. Deferred to DMEPA safety evaluator. 

• The customary preferred statement “Must Be Diluted Prior To Use” has 
been added to the principal display panels directly below “For Intravenous 
Infusion”. 

 
SNS Vial Label  
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Commercial Vial Label  
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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: 

125349 
Raxibacumab 

 
PMR/PMC Description 
#1: 

Conduct a field study to evaluate the efficacy, pharmacokinetics and 
safety of raxibacumab use for Bacillus anthracis in the United States. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  6/15/2013 
 Study/Trial Completion:  To be determined 

should an event 
occur 

 Final Report Submission:  To be determined 
should an event 
occur 

 Other:        N/A 
 

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 

 
This study is a required postmarketing study as the approval is under the Animal Rule, where the 
applicant is required to conduct postmarketing studies, such as field studies, to verify and 
describe the drug’s clinical benefit and to assess its safety when used as indicated when 
such studies are feasible and ethical, e.g. during or following an anthrax bioterrorism event. 

 

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

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

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

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

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

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

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

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

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

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

      

Raxibacumab is being approved under the Animal Rule. Adequate and well controlled 
efficacy studies in animal models of inhalational anthrax were conducted in lieu of the 
clinical trials. Safety evaluation of raxibacumab was performed in healthy adult volunteers. 
The goal of this study to evaluate adverse event (AE) profiles, clinical response, and PK of 
raxibacumab when the product is used in the treatment of suspected or confirmed 
inhalational anthrax. 
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

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?  Yes 
 Are the objectives clear from the description of the PMR/PMC?  Yes 
 Has the applicant adequately justified the choice of schedule milestone dates?  Yes 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process?  Yes 

 

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

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
BLA # 
Product Name: 

125349 
Raxibacumab 

 
PMR/PMC Description 
#2: 

Conduct a Phase 4 Study to evaluate the effect of raxibacumab on 
immunogenicity of AVA vaccine  

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  11/1/2014 
 Study/Trial Completion:  10/1/2016 
 Final Report Submission:  10/1/2017 
 Other:        N/A 
 

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 

 
Raxibacumab is an anti-PA monoclonal antibody that could potentially interfere with 
efficacy of AVA vaccine if administered concomitantly. AVA vaccine and raxibacumab 
could potentially be administered as part of anthrax postexposure prophylaxis regimen. 
Raxibacumab will be approved for the indication of treatment of inhalational anthrax and 
concomitant administration with AVA vaccine is unlikely to be warranted in such scenario, 
however, raxibacumab is thought to have a favorable benefit-risk profile as postexposure 
prophylaxis measure particularly in the situations where B. anthracis is deemed or found to 
be multi-drug resistant. 

 

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 the study is to establish the effect of raxibacumab on immunogenicity of AVA 
vaccine when administered simultaneously. 
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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 prospective randomized double blind study to evaluate the effect of raxibacumab on the 
immunogenicity of AVA vaccine when administered concomitantly relative to AVA vaccine alone. 

 
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?  Yes 
 Are the objectives clear from the description of the PMR/PMC?  Yes 
 Has the applicant adequately justified the choice of schedule milestone dates?  Yes 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process?  Yes 

 

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

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
BLA #/Product Name: 125349 (raxibacumab) 
 
PMR/PMC Description 
#3: 

 
Perform spiking studies of undiluted formulated bulk drug 
substance during which the samples are assayed initially and at 
periodic time points after spiking, simulating worst-case 
manufacturing conditions (hold time and temperature) to evaluate 
whether endotoxin masking occurs over time in undiluted samples. 
 
 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  08/29/2013 
 Study/Trial Completion:  11/30/2013 
 Final Report Submission:  12/15/2013  
 Other:        N/A 
 

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 study will be performed using in-process material obtained during the next manufacturing 
campaign, which is scheduled to begin in the 3rd quarter of 2012. Therefore, the study cannot be 
completed prior to BLA approval. The study is appropriate as a PMC because there are bioburden 
controls for the drug substance 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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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 perform spiking studies of undiluted formulated bulk drug substance during which the 
samples are assayed initially and at periodic time points after spiking, simulating worst-
case manufacturing conditions (hold time and temperature) to evaluate whether endotoxin 
masking occurs over time in undiluted samples. 

The goal of the study is to evaluate whether endotoxin detection is inhibited during LAL 
testing of undiluted bulk drug substance samples. This data will supplement the standard 
LAL method suitability data that was provided in the BLA. 
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

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?  Yes 
 Are the objectives clear from the description of the PMR/PMC?  Yes 
 Has the applicant adequately justified the choice of schedule milestone dates?  Yes 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process?  Yes 

 
Reviewer’s comment: The sponsor has agreed to perform the study and has provided a timeline, but 
study design will be discussed further during a teleconference with the review team on 21-Nov-2012. 

 

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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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. 

      

 
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) 

Reference ID: 3230652



 

PMR/PMC Development Template Last Updated 12/13/2012     Page 12 of 12 

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 

     Development of an improved  assay 
 
5. Is the PMR/PMC clear, feasible, and appropriate? 

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

 

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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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: December 3, 2012 
 

To: John Farley, M.D., Acting Director 
Division of Anti-Infective Products (DAIP) 

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

From: Twanda Scales, RN, BEN, MSN/Ed. 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
  

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

 
Drug Name (established 
name):   

raxibacumab 
 

Dosage Form and Route: Injection for Intravenous Use 

Application 
Type/Number:  

 
BLA 125349 
 

Applicant: Human Genome Sciences 
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1 INTRODUCTION 
 
On May 13, 2009, Human Genome Sciences (HGS) submitted a Biologics Licensing 
Application (BLA) for raxibacumab, a human monoclonal antibody to the protective 
antigen of Bacillus anthracis, for the treatment of inhalation anthrax.  Reference is 
also made to the Complete Response Letter (CRL) that the Applicant received from 
the FDA on November 14, 2009.  

On June 15, 2012, the Applicant submitted a response to Complete Response Letter 
(CRL) providing responses addressing, but not limited to the deficiencies identified 
in the CRL.  This review is written in response to a request by the Division of Anti-
Infective Products (DAIP) for the Division of Medical Policy Programs (DMPP) to 
review the Applicant’s proposed Patient Package Insert (PPI) for raxibacumab. 

 

2 MATERIAL REVIEWED 

• Draft raxibacumab PPI received on July 28, 2012, and revised by the review 
division throughout the review cycle and sent to DMPP on November 28, 2012. 

• Draft raxibacumab Prescribing Information (PI) received July 28, 2012, revised 
by the Review Division throughout the current review cycle and received by 
DMPP on November 28, 2012. 

3 REVIEW METHODS 

Review of new NDA and BLA Patient Package Insert and Medication Guide 
submissions will reflect changes to previous patient labeling practice.  These 
changes are designed to decrease the length of patient information while maintaining 
consistency with the Regulations as specified in 21 CFR 208.20.  

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI document 
using the Verdana font, size 10. 

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

    
 

Memorandum 
 

Date:  November 30, 2012 
  
To:  Jane Dean RN, MSN, Regulatory Project Manager, DAIP 
 
From:   Adora Ndu Pharm.D., Regulatory Review Officer, DCDP 
 
Subject: BLA 125349 DCDP comments for RAXIBACUMAB injection for   
  intravenous use Patient Package Insert (PPI) 
 
   

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

OPDP has reviewed the proposed PPI for RAXIBACUMAB injection for intravenous use 
submitted for consult on July 23, 2012, and offers the following comments. 
 
The version of the draft PPI used in this review is entitled, “draft-labeling_v11-28-
12.doc”. 
 
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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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 

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

    
 

Memorandum 
 
Date:  November 27, 2012 
  
To:  Jane A. Dean, RN, MSN – Regulatory Health Project Manager 
  Division of Anti-Infective Products 
  Office of Antimicrobial Products 
 
From:   Christine Corser, PharmD. – Regulatory Review Officer 
  Division of Professional Drug Promotion (DPDP) 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: Raxibacumab injection, for intravenous use 
  BLA #125349 
 
   
As requested in your consult dated July 12, 2012, DPDP has reviewed the draft 
Package Insert (PI) for Raxibacumab injection, for intravenous use. 
 
DPDP’s comments are based on the proposed, marked-up, substantially 
complete version of the PI sent to OPDP via email by Jane Dean on November 
26, 2012. 
 
The Division of Consumer Drug Promotion (DCDP) will be reviewing the patient 
package insert, and this review will follow under separate cover. 
 
Thank you for the opportunity to provide comments on this PI. 

 
.   

 1
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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: November 19, 2012 

Reviewer: Aleksander Winiarski, PharmD 

 Division of Medication Error Prevention and Analysis  

Acting Team Leader: Chi-Ming (Alice) Tu, PharmD 

 Division of Medication Error Prevention and Analysis 

Associate Director: Scott Dallas, RPh 

 Division of Medication Error Prevention and Analysis 

Drug Name and Strength: Raxibacumab injection, 1700 mg/34 mL (50 mg/mL) 

Application Type/Number: BLA 125349 

Applicant/sponsor: Human Genome Sciences, Inc.  

OSE RCM #: 2012-1432 

 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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2.1 LABELS AND LABELING 
Using the principals of human factors and Failure Mode and Effects Analysis,1 the 
Division of Medication Error Prevention and Analysis (DMEPA) evaluated the 
following: 

• Commercial Vial Label submitted September 4, 2012 (Appendix B) 

• SNS Vial Over-Label submitted September 4, 2012 (Appendix C) 

• Commercial Unit Carton Labeling submitted  September 4, 2012 
(Appendix D) 

• SNS Unit Carton Labeling submitted September 4, 2012 (Appendix E) 

• Insert Labeling submitted  September 5, 2012  

• Recommendations in OSE Review #2009-1112, dated November 5, 2009 

2.2 PREVIOUSLY COMPLETED REVIEWS 
DMEPA completed a label and labeling review for Raxibacumab injection, OSE review 
#2009-1112, on November 5, 2009.  Our prior recommendations to revise the strength 
expression, include the statement “For Intravenous Infusion”, relocate the statement 
“Single-Use Vial”, add the statement “Discard unused portion”, remove the word 

 relocate the bar code, decrease the prominence of the “manufactured by…” 
information  were 
implemented.   However, in the current submission the Applicant made additional 
changes beyond what was requested.   

3 INTEGRATED SUMMARY OF MEDICATION ERROR RISK 
ASSESSMENT 

 The following label and labeling revisions, beyond DMEPA’s recommendations, were 
noted: the Applicant removed the  statement  and the statement 
“For Strategic National Stockpile Use Only” (applicable to SNS labels), relocated the 
NDC number to a non-customary area on the vial label, added the statement “For 
Intravenous Infusion ” and added the company logo “Human Genome 
Sciences” (on cartons only).  The revisions to the label and labeling have not previously 
been reviewed and will require alteration due to readability, exclusion of required 
information, use of non-customary language, and non-customary placement of 
information.   

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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5.2 COMMENTS TO THE APPLICANT 
DMEPA recommends the following be implemented prior to the approval of this BLA. 

A. Commercial  Vial Label 
1. Add the quantity statement (34 mL) as per 21 CFR 201.51 to bottom 

section of the principal display panel.  This statement was present in the 
previous submission in a different location but was incorrectly removed in 
the current submission.  

2. Relocate the NDC number to the customary area, at the top one-third of 
the principal display panel as per 21 CFR 207.35(b)(3).  We recommend 
relocating the NDC number above the product name and the blue bar.  The 
NDC number was present on the commercial vial in this customary 
location in the previous submission but was incorrectly relocated in the 
current submission.    

3. Change the statement “For Intravenous Infusion ” to the 
customary preferred statement “Must Be Diluted Prior To Use”.  

B. SNS Vial Over-Label 
1. See A1, A2 (NDC number was not present in the previous submission), 

and A3 above.   

2. Add the statement “For Strategic National Stockpile Use Only” to the 
bottom of the label.  This statement was present in the previous 
submission but was removed in the current submission. 

3. Ensure the NDC number for the SNS product is different than the 
commercial product.   

C. Commercial Unit Carton Labeling 
1. See A1 above.  

2. See A3 above and relocate the statement below “For intravenous 
Infusion”. 

3. The company logo “Human Genome Sciences” competes for prominence 
with the name and strength presentation.  Decrease the prominence of the 
logo by decreasing the size and debolding it or relocating it to the side 
panel.   

D. SNS Unit Carton Labeling 
1. See A1, B2, B3 and C3 above.   

2. See A3 above and relocate the statement below “For intravenous 
Infusion”. 
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If you have further questions or need clarifications, please contact Karen Townsend, 
project manager, at 301-796-5413. 
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APPENDICES   
 Appendix A. Database Descriptions 

Adverse Event Reporting System (AERS) 

The Adverse Event Reporting System (AERS) is a computerized information database 
designed to support the FDA's post-marketing safety surveillance program for drug and 
therapeutic biologic products. The FDA uses AERS to monitor adverse events and 
medication errors that might occur with these marketed products. The structure of AERS 
complies with the international safety reporting guidance (ICH E2B) issued by the 
International Conference on Harmonization.  Adverse events in AERS are coded to terms 
in the Medical Dictionary for Regulatory Activities terminology (MedDRA).   

AERS data do have limitations. First, there is no certainty that the reported event was 
actually due to the product. FDA does not require that a causal relationship between a 
product and event be proven, and reports do not always contain enough detail to properly 
evaluate an event. Further, FDA does not receive all adverse event reports that occur with 
a product. Many factors can influence whether or not an event will be reported, such as 
the time a product has been marketed and publicity about an event. Therefore, AERS 
cannot be used to calculate the incidence of an adverse event in the U.S. population. 
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FINAL LABEL AND LABELING REVIEW 
 
Date:        November 9, 2012 
 
Reviewer:  Kimberly Rains, Pharm. D. 
  Office of Biotechnology Products,  
  Immediate Office  
 
Through:  David Frucht, MD 
   Product Reviewer 
   Division of Monoclonal Antibodies (DMA) 
 
   Patrick Swann, Ph.D. 
   Deputy Director 
   Division of Monoclonal Antibodies (DMA) 
         
Application:   BLA 125349 
 
Product:  Raxibacumab 
 
Applicant:  Human Genome Sciences, Inc. 
 
Submission Date(s): June 17, 2009, June 15, 2012, September 5, 2012 
                                                         

Executive Summary 
The carton and container labels for Raxibacumab 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, 21 CFR 200.100 and 
United States Pharmacopeia, USP 35-NF 30 (8/1/12-11/30/12).  Labeling deficiencies 
were identified, mitigated, and resolved.  Comments are listed in the conclusions section. 
The carton and container labels submitted on September 5, 2012 are acceptable. 

  

Background and Summary Description 
 

STN 125349 for Raxibacumab is a Biologic License Application (BLA) indicated for the 
treatment of patients with inhalation anthrax due to B. anthracis.  The product is 
currently held in the Strategic National Stockpile (SNS) under IND and is labeled with 

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 

Memorandum 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 

DATE: Oct 26, 2012 
 
TO:  John Farley, M.D. 
 Director, Division of Anti-Infective Products 
 Office of Antimicrobial Products  
 
FROM: Seongeun (Julia) Cho, Ph.D. 

Bioequivalence Branch  
 Division of Bioequivalence and GLP Compliance  
 Office of Scientific Investigations  

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph. 

Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance (DBGC) 
Office of Scientific Investigations (OSI) 
 
William H. Taylor, Ph.D. 
Director 
Division of Bioequivalence and GLP Compliance (DBGC) 
Office of Scientific Investigations (OSI) 

 
SUBJECT:  Review of EIR covering BLA 125-349, Raxibacumab, from 

Human Genome Sciences 
 
At the request of the Division of Anti-Infective Products 
(DAIP), the Division of Bioequivalence and GLP Compliance (DBGC) 
conducted an inspection of the analytical portion of the 
following study, specifically for ciprofloxacin measurements: 
 
HGS1021-C1064: “An Open-Label Study to Evaluate the 

Pharmacokinetics and Safety of Raxibacumab (Human 
Monoclonal Antibody to B. Anthracis Protective 
Antigen) Administered in Combination with 
Ciprofloxacin in Healthy Subjects.” 

 
The bioanalysis of ciprofloxacin for study HGS1021-C1064 
was conducted at  

 This was a re-analysis of samples from 
Study HGS1021-C1064 for ciprofloxacin. The original 
analysis was conducted at  

 
The inspection by OSI at  identified a number of 
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significant deficiencies in the study. Subsequently, the 
sponsor contracted with  to re-assay all study 
samples for ciprofloxacin using a new assay developed by 

 purpose of this inspection was to confirm data 
quality and integrity for the re-assayed samples.  
 
The audit was conducted by ORA investigator, , and 
DBGC/OSI scientist, Seongeun Julia Cho, from  

. The audit included a thorough review of study 
records, examination of facilities and equipment, and interviews 
and discussions with the firm’s management and staff. 
 
Following the inspection, Form FDA-483 containing two 
inspectional observations was issued (Attachment 1). The firm’s 
response has not been received as of this review. If 
correspondence is received, DBGC will evaluate it, inform DAIP, 
and amend the review as appropriate. The Form FDA-483 
observations and our evaluation follow: 
 
1) Failure to conduct the following validation studies for the 
LC/MS/MS method used to analyze ciprofloxacin in study plasma 
samples: 

- Freeze/thaw stability 
- Processed sample stability/Reinjection reproducibility 
- Blank matrix selectivity 

 
During the original validation,  established 3-cycle 
freeze-thaw stability and blank matrix selectivity in human 
plasma containing sodium heparin as an anticoagulant. Because 
Study HGS1021-C1064 collected plasma samples with K3-EDTA, 

 is in the process of conducting freeze-thaw stability 
and matrix selectivity testing using human plasma containing K3-
EDTA.  is also conducting processed sample stability and 
reinjection reproducibility testing, under conditions consistent 
with the study procedures and conduct. DAIP and OCP should 
evaluate these additional data when the sponsor submits them.  
 
 
2) Failure to implement electronic system access control to 
ensure data security. 
Specifically, the policy for using AB Sciex Analyst software 
which was in place at the time of this study did not prohibit 
personnel from making changes to electronic documents without 
signing in as the owner of the changes. Although Analyst 
required a unique user name and password, during data 
acquisition, the computers were accessible by a common account 
and password shared by  employees. 
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 informed us that current practice is that 
instrument computers connected to LC/MS/MS are accessible 
by employees via a common account and a password, which are 
shared among all  employees. This was 
instituted because of an incident in which logging-out of 
the acquisition software Analyst during analytical runs 
caused a disruption of the run.  stated that they 
are aware of data security concerns with this practice and 
will further try to improve data security and the computer 
log-in practice.  
 
While the firm’s practice on electronic data access control is 
objectionable, we did not find evidence that data integrity for 
the audited study was compromised, and therefore this 
observation would not likely have impact on study outcome.  
 
In addition to inspectional observations cited in Form FDA-483, 
the review division also should note that the long-term frozen 
storage stability of ciprofloxacin in human plasma with K3 EDTA 
anticoagulant covers 239 days as of this writing. stated 
that long-term stability testing in human plasma with K3 EDTA 
matrix, covering the entire sample storage period for study 
HGS1021-C1064, will be completed in June, 2013, and that the 
data will be submitted to the sponsor.   
 
With respect to the history of sample shipment, it was learned 
through a correspondence between  and Human Genome 
Sciences that among the total of 1812 samples analyzed by 

 for this study, 219 samples were previously shipped to 
 as a part of 

the original analysis. Human Genome Sciences has provided 
with the list of samples shipped to  and the 

number of thaws for each sample (Attachments 2 and 3). It should 
be noted that Human Genome Sciences did not have freeze/thaw 
information for the above mentioned 219 samples for the period 
they were at  lab. We recommend that the OCP 
reviewer evaluate the significance of the lack of this 
information on the accuracy of the reported data and the 
bioequivalence assessments. 
 
 
Summary and Conclusion: 
 

1. Lack of data on freeze/thaw stability, blank matrix 
selectivity, long-term matrix stability, and processed 
sample stability/reinjection reproducibility 
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The firm should submit data of these validations to the 
Agency. The review division should confirm the accuracy of 
reported data in the submission when these validation data 
become available and evaluate the potential impact on study 
outcome.  
 
2. Failure to implement electronic system access control to 

ensure data security. 
 
Although it is objectionable that the security of 
electronic records and acquisition systems did not comply 
with 21 CFR Part 11 requirements, it is this reviewer’s 
opinion that this observation did not negatively affect 
integrity of data in the audited study. 
 
3. Lack of sample tracking information on 219 samples 

during the custody period at  lab.  
 
In the opinion of this reviewer, there are two possible 
options that the review division may consider: (1) 
Reanalyze study data after excluding results from the 219 
samples; or (2) Have the firm conduct stability testing 
with additional freeze-thaw cycles to cover the possibility 
of undocumented events at  lab.  

 
 
 
Seongeun (Julia) Cho, Ph.D.  
Bioequivalence Branch, DBGC, OSI  
 
 
Final Classifications:  
 
VAI:  
 
 
CC: 
CDER OSI PM TRACK 
OSI/DBGLPC/Taylor/Haidar/Biswas/Dejernett/CF 
OCP/DCP4/Lazor/Reynolds/Ryan Owen/Kimberly Bergman 
OND/OAP/DAIP/John Farley/ Jane Dean  
ORA/  

 
Draft: SC 10/26/2012 
Edit: MFS 10/26/2012;SHH 11/07/2012 
OSI: BE6357; O:\Bioequiv\EIRCover\125349.cov.cip.doc 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
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INTRODUCTION  
On June 15, 2012, Human Genome Sciences submitted a Complete Response submission 
for Raxibacumab, BLA 125349, for the treatment of inhalation anthrax.  The BLA was 
initially submitted on May 13, 2009, under 21 CFR 601, Subpart H (Approval of 
Biological Products when Human Efficacy Studies are not Ethical or Feasible, (also 
known as the “Animal Rule”) and received a Complete Response on November 14, 2009.  
Orphan designation was granted on November 12, 2003. 
 
The Division of Anti-infective Products (DAIP) consulted the Pediatric and Maternal 
Health Staff (PMHS) – Pediatrics for guidance on the inclusion of pediatric dose-
modeling data in Raxibacumab labeling in the absence of pediatric data, which cannot be 
collected without the occurrence of a counterterrorism event. 
 
BACKGROUND 
Raxibacumab is a human monoclonal antibody to the protective antigen (PA) of Bacillus 
anthracis.  Raxibacumab is available as a single-dose intravenous infusion that should be 
administered as soon as a diagnosis of inhalation anthrax is suspected or made.  Efficacy 
studies were conducted under the Animal Rule (21 CFR 601, Subpart H) in rabbits and 
monkeys, as efficacy studies in humans were not ethical or feasible.  Pharmacokinetic 
and safety data was collected in both animals and in healthy adults.  Human Genome 
Sciences developed pediatric dose recommendations by simulating pediatric drug 
exposures from the available animal and human adult pharmacokinetic data using various 
dose modeling methods and information found in published literature.1  It should be 
noted that FDA independently established dosing recommendations for children based on 
these modeling and simulation methods and that these doses were comparable to the 
doses identified by the applicant.   
 
DISCUSSION 
Under 21 CFR 601, Subpart H, FDA may grant marketing approval for a biological 
product for which safety has been established and the results of adequate and well 
controlled studies in animals demonstrate that the product is likely to have clinical benefit 
in humans.  21 CFR 601, Subpart H applies to certain biological products that have been 
studied for their safety and efficacy in ameliorating or preventing serious and life-
threatening conditions caused by exposure to lethal or permanently disabling toxic 
biological, chemical, radiological, or nuclear substances.  Definitive efficacy studies 
cannot be conducted in humans because it is not ethical or feasible to expose healthy 
adults to any of these potentially lethal and/or disabling substances.  Approval under 21 
CFR 601, Subpart H is subject to three requirements: 
 

1. Postmarketing studies, such as field studies, must be conducted to verify and 
describe the biological product’s clinical benefit and to assess its safety when 
used as indicated when studies are ethical and feasible (e.g., accidental or hostile 
exposure).  The plan for postmarketing studies must be included with the BLA 
submission. 

 
                                                           
1 See Summary of Clinical Pharmacology Studies, submitted June 15, 2012 
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Questions 
 
1. Is there a way to label raxibacumab pharmacometric modeled dosing for pediatric patients in the 

absence of pediatric data, which will not be collected until the counterterrorism event occurs? 
2. Can a field study required after approval under the Animal Rule regulations that includes pediatric 

subjects be considered as an equivalent of a dedicated pediatric study to confirm modeled PK and 
collect safety and efficacy data on raxibacumab for the treatment of anthrax in pediatric patients? 

3. What are the alternative ways to inform healthcare provider in the field about the modeled pediatric 
dosing? 

 
Discussion: 
 
Generally, it is unusual to put pediatric dosing information in a label absent an approved pediatric 
indication and absent clinical trial data in support of the pediatric dosing information. However, in this 
case there are considerations that argue in favor of placing pediatric dosing in the label in spite of the 
absence of clinical confirmation of the modeled dose. First, the inclusion of the modeled pediatric 
dosing in the label would establish the requirement that the dosing be confirmed in a phase four 
postmarketing protocol. Absent this requirement, FDA may be unable to obtain clinical data in support 
of the modeled pediatric dose since the adult indication has been granted orphan status and thus PREA 
is not triggered. Secondly, once the product is approved, clinicians will be able to use the product “off-
label” in children whether or not any dosing information is provided. As a practical matter, the product 
may only be available through the Strategic National Stockpile, which would create a centralized 
mechanism by which the use of the product could be tracked and monitored. Such tracking would be 
essential if we are to obtain opportunistic pharmacokinetic data in order to verify the modeled pediatric 
dosing. Finally, the availability of the modeled pediatric dosing in the approved label would assist in 
the dissemination of appropriate dosing guidelines for use by clinicians in the event of an anthrax 
outbreak. 
 
The product would not have an approved pediatric indication. Accordingly, all modeled pediatric 
dosing information should be contained in section 8.4 of the product label rather than in the dosing 
section. We recommend this step to avoid confusing practitioners given the lack of any clinical data in 
support of the modeled pediatric dose. The language in section 8.4 should make it clear that the dosing 
recommendation is based on modeling, that there are no pediatric clinical data, and that the modeled 
dose needs to be confirmed in the clinical setting. We may want to describe the requirement for post 
marketing verification of the pediatric dosing, and encourage clinicians to inquire about the appropriate 
protocol that must be in place to obtain the required data if an anthrax event were to occur. 
 
The distribution and administration of raxibacumab to pediatric patients may not require an EUA. The 
evidentiary standard for establishing an EUA is that it is “reasonable to believe [that the product] may 
be effective” and that the “benefits outweigh the risks.” In addition, there must be no adequate 
approved alternatives. Given the absence of any clinical pediatric data, it is unclear to us that the 
product would meet this evidentiary standard. As this product is intended for the treatment of 
established anthrax disease, raxibacumab would most likely be administered by hospital personnel 
(i.e., physicians and/or nurses working under the supervision of physicians) who would be licensed and 
/or authorized to use the product for any indication (including off-label pediatric use). As such, it is 
unclear that an EUA is needed to allow for “unapproved use of an approved product”, as the off-label 
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enable FDA to require the verification of the pediatric dosing recommendations in a postmarketing 
pediatric study.  

• We recommend that the administration of raxibacumab in a postmarketing setting should be done 
outside of any protocol (i.e., off-label). The required postmarketing studies should be designed to 
include only clinical data collection and opportunistic pharmacokinetic sampling to facilitate rapid 
IRB review and approval. Pharmacokinetic data may be obtained using scavenged samples or 
sparse sampling, and routine clinical follow-up data may be obtained per standard of care. This 
approach would be similar to the opportunistic collection of pharmacokinetic data that has been 
proposed for other medications that have extensive off-label pediatric use. 

Reference ID: 3214507



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

MICHELLE ROTH-CLINE
11/08/2012

ROBERT M NELSON
11/08/2012

Reference ID: 3214507



 1

Division of Anti-Infective Products 
 

REGULATORY PROJECT MANAGER LABELING REVIEW  
 

 
Application:  BLA 125349 
Name of Drug: raxibacumab (injection) 
 
Applicant:   Human Genome Sciences, Inc. 
 

Labeling Reviewed 
 
Submission Date:  September 5, 2012 
  
Receipt Date:  September 5, 2012 

 
Background and Summary Description: 

Raxibacumab is submitted for the treatment of patients with inhalational anthrax due to B. 
anthracis.  The original new application was submitted on May 13, 2009.  Human Genome 
Sciences (HGS) received a Complete Response Letter (CRL) from the FDA on November 14, 
2009.  Permission was granted by the FDA on November 17, 2010, for a 2-year BLA filing 
extension.  HGS submitted their resubmission as a complete response on June 15, 2012. 
 
On August 10, 2012, an email was sent to HGS apprising them of minor formatting changes that 
were needed to their label in order to be compliant with the Physician’s Labeling Rule.  This 
amendment corrects the deficiencies. 

 
Review 

 
The submitted labeling was reviewed in accordance with the Physician’s Labeling Rule (PLR) 
formatting requirements. 
 

 
Recommendations 

 
All SRPI format deficiencies of the PI that were communicated to HGS via email on August10, 
2012, were corrected.  This resubmitted PI will be used for further labeling review. 

 
 
 
Jane A. Dean, RN, MSN      July 6, 2012 
Regulatory Project Manager      Date 
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Frances V. LeSane 
Chief, Project Management Staff     Date 
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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:  BLA 125349 
 
Application Type:  Resubmission of BLA after a Complete Response Letter 
 
Name of Drug:  raxibacumab (injection) 
 
Applicant:   Human Genome Sciences 
 
Submission Date:  June 15, 2012 
 
Receipt Date:  June 15, 2012 

 

1.0 Regulatory History and Applicant’s Main Proposals 
Raxibacumab is submitted for the treatment of patients with inhalational anthrax due to B. anthracis. 
The original new application was submitted on May 13, 2009.  Human Genome Sciences (HGS) 
received a Complete Response Letter (CRL) from the FDA on November 14, 2009.  Permission was 
granted by the FDA on November 17, 2010, for a 2-year BLA filing extension.  HGS submitted their 
resubmission as a complete response on June 15, 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 
Appendix 4.0. 
 
All SRPI format deficiencies of the PI and other labeling issues identified above will be conveyed to 
the applicant via email.  The applicant will be asked to correct these deficiencies and resubmit the PI 
in Word format by September 1, 2012.  The resubmitted PI will be used for further labeling review. 
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4.0 Appendix 
 

Selected Requirements of Prescribing Information (SRPI) 
 

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

 
 
 
 

 

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

minimum of 8-point font.  
2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 

count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   
Comment:  HIGHLIGHTS OFPRESRIBING INFORMATION section is more than one half 
page. 

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

4. White space must be present before each major heading in HL. 
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:  1st bullet under DOSAGE AND ADMINISTRATION does not have the numerical 
identifier. 

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

YES 

NO 

YES 

YES 
NO 

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

 
7. A horizontal line must separate HL and Table of Contents (TOC). 
 
HIGHLIGHTS DETAILS 
 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
 
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:  Drug product name is in lower case in both instances. 

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

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. 

Boxed Warning  
12. All text must be bolded. 
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”). 

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

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.”) 

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

 
Recent Major Changes (RMC)  
17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 

Dosage and Administration, Contraindications, and Warnings and Precautions. 
18. Must be listed in the same order in HL as they appear in FPI. 
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 

YES 

YES 

NO 

YES 

YES 

N/A 

N/A 

N/A 

N/A 
N/A 

N/A 

N/A 
N/A 
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format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  

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). 

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:  Statement is broken into two sentences.      

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. 

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. 
24. Each contraindication is bulleted when there is more than one contraindication. 
 
Adverse Reactions  
25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

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

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

 

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

If a product has FDA-approved patient labeling: 
 

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

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

 
 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 

N/A 

NO 

N/A 

YES 

N/A 

YES 

YES 

YES 
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28. A horizontal line must separate TOC from the FPI. 
29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 

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

match the headings and subheadings in the 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. 
32. All section headings must be bolded and in UPPER CASE.  
33. All subsection headings must be indented, not bolded, and in title case. 
34. When a section or subsection is omitted, the numbering does not change.  
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.”  

 

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

YES 
YES 

YES 

N/A 

YES 
YES 
YES 
YES 

YES 

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

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

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

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

Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 
Comment:  It is included as 17.4 

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

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. 

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 
42. All text is bolded. 
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”). 

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

Contraindications 
45. If no Contraindications are known, this section must state “None”. 
Adverse Reactions  
46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 

Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

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

 

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 

NO 

YES 

N/A 

N/A 
N/A 

N/A 

YES 

YES 

N/A 
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is not always possible to reliably estimate their frequency or establish a causal relationship to 
drug exposure.” 

 

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:  Missing information in the parentheses      

 

 

NO 
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Division of Anti-Infective Products 
 

REGULATORY PROJECT MANAGER LABELING REVIEW  
 

 
Application:  BLA 125349 
Name of Drug: raxibacumab (injection) 
 
Applicant:   Human Genome Sciences, Inc. 
 

Labeling Reviewed 
 
Submission Date:  June 15, 2012 
  
Receipt Date:  June 15, 2012 

 
Background and Summary Description: 

Raxibacumab is submitted for the treatment of patients with inhalational anthrax due to B. 
anthracis.  The original new application was submitted on May 13, 2009.  Human Genome 
Sciences (HGS) received a Complete Response Letter (CRL) from the FDA on November 14, 
2009.  Permission was granted by the FDA on November 17, 2010, for a 2-year BLA filing 
extension.  HGS submitted their resubmission as a complete response on June 15, 2012. 

 
Review 

 
The submitted labeling was reviewed in accordance with the Physician’s Labeling Rule (PLR) 
formatting requirements. 
 

 
Recommendations 

 
All SRPI format deficiencies of the PI will be conveyed to the applicant in the 60-day filing letter. 
 The applicant will be asked to correct these deficiencies and resubmit the PI in Word format by 
September 1, 2012.  The resubmitted PI will be used for further labeling review. 

 
 
 
Jane A. Dean, RN, MSN      July 6, 2012 
Regulatory Project Manager      Date 
 
Frances V. LeSane 
Chief, Project Management Staff     Date 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
       PUBLIC HEALTH SERVICE 
         FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
_______________________________________________________________ 
 
DATE: August 28, 2012  
 
TO:  Director, Investigations Branch 
   

 
From: Sam H. Haidar, R.Ph., Ph.D.  
  Chief, Bioequivalence Branch 
  Division of Bioequivalence and GLP Compliance (DBGLPC)  

Office of Scientific Investigations (OSI) 
 
SUBJECT: FY 2012, High Priority PDUFA BLA, Pre-Approval Data 

Validation Inspection Bioresearch Monitoring, Human 
Drugs, CP 7348.001 

 
                  RE:  BLA 125-349 
     DRUG:  Raxibacumab 
        SPONSOR:  Human Genome Sciences 

14200 Shady Grove Road 
Rockville, MD 20850, USA  

 
This memo requests that you arrange for inspection of the 
analytical portion of the following bioanalytical study.  A 
DBGLPC scientist with specialized knowledge will participate in 
the inspection of the analytical site to provide scientific and 
technical expertise.  Please contact DBGLPC upon receipt of this 
assignment to arrange scheduling of the inspection.  Following 
the identification of the investigator, background materials 
will be forwarded directly.  The inspection should be completed 
before October 1, 2012. 
 
 
Clinical Study Number: HGS1021-C1064 
Bioanalytical Report#: 8224813 
Study Title:         “An Open-Label Study to Evaluate the 

Pharmacokinetics and Safety of   
Raxibacumab (Human Monoclonal Antibody to 
B. Anthracis Protective Antigen) 
Administered in Combination with 
Ciprofloxacin in Healthy Subjects.” 

Reference ID: 3180820
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Analytical Site:        
       

    
    
    
 

Sample Analysis:     
 

Contact Person:      
    
     
      

          
Methodology:           LC/MS-MS 
 
Extraction Method:      
 
Analytes Assayed:     Ciprofloxacin 
 
Internal Standard used:  
Special Conditions:    Sensitive to light  
Matrix:      Human Plasma 
Anticoagulant:     K3EDTA   
 
Please note that this is a follow-up inspection for confirmation 
of data integrity. The original bioanalysis was performed at 

 
 Subsequently, a new method to measure 

ciprofloxacin concentrations in human plasma was developed by 
 to reassay samples from Study 

HGS1021-C1064 and to address the deficiencies listed below, 
which were identified during the previous DBGLPC inspection of 
the original bioanalytical site: 
 
1. Failure to demonstrate the accuracy and precision of the 
assay method used for ciprofloxacin analysis and to validate 
matrix effect, selectivity, extraction recovery, anti-coagulant 
effect between EDTA and CPD, and stability experiments such as 
stock solution, auto-sampler and processing of analytes in 
matrix. 
 
2. Failure to demonstrate assay reproducibility. 
 
3. Failure to follow the study SOP to reject batches when QCs 
did not meet the acceptance criteria. 
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4. Failure to use separate stock solutions for preparation of 
QCs and calibration standards used in the validation and 
analytical runs. 
 
5. Failure to establish adequate written procedures to ensure 
the accuracy and integrity of study conduct. 
 
6. Failure to fully document all aspects of study conduct like 
sample processing, sample movement from freezer and study 
elated correspondence r
 
Please examine the data from  and confirm that the above 
listed deficiencies were not repeated. Please also comment on or 
address the following items during the inspection: 

 All materials related to the analytical method used for the 
measurement of ciprofloxacin concentrations in human 
plasma. 

 The accuracy of the sponsor’s data submitted with the 
study.  

 The analytical data provided in the BLA submissions should 
be compared with the original documents at the site. 

 The method validation and the actual assay of the subject 
plasma samples, the variability between and within runs, QC 
accuracy and precision, at least one demonstration of 
accuracy and precision of standards and QCs prepared from 
separate stock solutions, subject samples were analyzed 
within the established storage stability  

 Use of freshly made calibrators and/or freshly made QCs for 
stability evaluations during pre-study method validation. 

 Preparation of quality control samples (QCs) and 
calibration standards in matrix with same anticoagulant as 
the study samples. 

 Scrutinize the number of repeat assays of the subject 
plasma samples, the reason for such repetitions, the SOP(s) 
for repeat assays and if relevant stability criteria like 
freeze thaw cycles sufficiently covered stability of 
reanalyzed subject samples.  

 
In addition to the standard investigation involving the source 
documents, the files of correspondence between the analytical 
ites and the sponsor should be examined for their content. s
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Additional instructions to ORA Investigator: 
 
In addition to the compliance program elements, additional study 
specific instructions and questions may be provided by DBGLPC 
prior to commencement of the inspection.  Therefore, we request 
that the DBGLPC POC be contacted for any further follow-up 
instructions before the inspection regarding any data anomalies 
or questions noted during review of study reports. The ORA 
investigator should contact the DBGLPC POC for inspection 
elated questions or clarifications. r
 
Please FAX/Email a copy of Form FDA 483 if issued, as soon as 
possible.  If at close-out of the inspection, the violations 
appear to warrant an OAI classification, please notify the 
assigned DBGLPC POC as soon as possible. At completion of 
inspection, please remind the inspected entity of the 15 
business-day timeframe for submission of a written response to 
observations listed on Form FDA 483.  Please forward written  
responses as soon as you receive to Sam Haidar and DBGLPC POC 
(Fax: 1-301-847-8748 or Email: sam.haidar@fda.hhs.gov). 

 
  

DBGLPC Point of Contact: Gopa Biswas, Ph.D. 
      (301) 796-4167 
      Email: gopa.biswas@fda.hhs.gov 
 
 
CC: 
CDER OSI PM TRACK 
OSI/DBGLPC/Taylor/Haidar/Biswas/Dejernett/CF 

 
OND/OAP/DAIP/Dean, Jane/Farley, John J. 
Draft: GB 08/17/2012 
Edit: AD 08/23/2012, WAH 08/28/2012 
OSI: BE6357; O:\BE\assigns\bla125349.doc 
ECMS: Cabinets/CDER OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/Electronic Archive/BEB 
FACTS: 1435411 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
       PUBLIC HEALTH SERVICE 
          FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
DATE: July 27, 2012  
 
TO:      Director, Investigations Branch 

 

 
 
FROM: Charles R. Bonapace, Pharm.D. 
  Acting Chief, Good Laboratory Practice (GLP) Branch 
  Division of Bioequivalence and Good Laboratory 
  Practice Compliance (DBEGLPC) 
  Office of Scientific Investigations (OSI) 
  Office of Compliance (OC) 
 
SUBJECT: FY 2013, PDUFA GLP Directed Inspection, Bioresearch 

Monitoring, Human Drugs, CP 7348.808 
 
 RE: BLA-125349 

DRUG: Raxibacumab (HGS 1021, ABthrax™, PA mAb, Human 
Monoclonal Antibody Against the Protective 
Antigen Protein of Bacillus anthracis) 

     SPONSOR: Human Genome Sciences, Inc. (HGS) 
  14200 Shady Grove Road 
  Rockville, MD  20850 
 
The Division of Anti-Infective Products (DAIP) requests that 
arrangements be made for conducting inspections of the following 
two GLP studies subject to both GLP regulations (21 CFR Part 58) 
and the Animal Efficacy Rule [Federal Register 67(105): 37988-
37998, 5/31/02; 21 CFR 314.600], conducted by the Battelle 
Biomedical Research Center (West Jefferson, OH, in-life 
facility) and by the Battelle Memorial Institute (Columbus, OH, 
histopathology).  DAIP wants these studies inspected to verify 
compliance with 21 CFR Part 58 and to confirm the data 
integrity.  Since there is no clinical trial data available 
demonstrating the efficacy of raxibacumab against anthrax in 
humans, DAIP will be relying on the inspected nonclinical data 
from these GLP studies to support this indication in humans.  
These studies are considered pivotal to support the BLA under 
review at CDER.  The inspections should be completed prior to 
October 26, 2012.  
 
Preannouncement of our intent to inspect should not be made. 
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STUDY #1: 
1103-G923704:  “Evaluation of Raxibacumab as a Therapeutic 
  Treatment against Inhalation Anthrax in the New 
  Zealand White Rabbit Model” 
 
Study Initiation Date: June 7, 2010  
Final Report Date: February 21, 2012 
 
Battelle Study Director:  Daniel C. Sanford, Ph.D.    
 
STUDY #2: 
1141-CG920871: “Added Benefit of Raxibacumab with Levofloxacin  

vs. Levofloxacin as Post-exposure Treatment in  
the New Zealand White Rabbit Inhalational Anthrax 
Model” 

 
Study Initiation Date: January 10, 2011 
Final Report Date: May 21, 2012 
 
Battelle Study Director:  Gabriel T. Meister, Ph.D. 

 
The in-life portions of both these studies were conducted at: 

 
Battelle Biomedical Research Center (BBRC) 
1425 State Route 142 
West Jefferson, OH  43162-9647  
(FEI Number: 1000220376) 
 
The histopathology portions of both studies were conducted at: 
 
Battelle Memorial Institute (BMI) 
505 King Avenue 
Columbus, OH  43201 
(FEI Number: 1523658)    
 
Three CDER scientists (two OSI Pharmacologists and a Veterinary 
Pathologist) will participate in this inspection to provide 
scientific and technical expertise.  Please contact OSI for 
background materials and to coordinate the inspection schedule. 
 
The inspection conducted at Battelle’s West Jefferson, OH 
facility should focus on the primary measures of these studies: 
 

 Verification of exposure to B. anthracis challenge (aerosol 
characteristics and dosimetry) 

 Toxemia  
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 Bacteremia (counts of B. Anthracis in the blood and 
identification in cultures) 

 Identification of tissue/cell distribution of inhaled  
B. anthracis 

 Identification of surviving B. anthracis and raxibacumab 
sensitivity (minimal inhibitory concentrations [MIC]) in 
specimens from rabbits found dead and sacrificed prior to 
and at the end of each study 

 Pharmacokinetics of raxibacumab and Protective Antigen in 
the absence (Study 1103-G923704) and presence (Study 1141-
CG920871) of levofloxacin in New Zealand White Rabbits  

 Pharmacokinetics of levofloxacin in New Zealand White 
Rabbits (for Study 1141-CG920871) 

 
The inspection conducted at Battelle’s King Avenue facility in 
Columbus, OH should focus on the audit of the histopathology 
portion of Study 1103-G923704. The CDER Veterinary Pathologist 
should read the slides from Study 1103-G923704 and compare the 
findings to source records and pathology reports to find out if 
there are any discrepancies in observations.   
 
In addition, the CDER Veterinary Pathologist should scrutinize 
pertinent Standard Operating Procedures (SOPs) and inspect the 
actual conduct of the training program for histology technicians 
to all procedures of technical conduct within the histology 
laboratory, including its histopathology services. 
 
Procedures of technical conduct in the histology laboratory that 
should be inspected include: 
 

 Preparation records for critical reagents (e.g. fixative, 
dehydrant, decalcifier, stains) used in the histology lab 

 Operation, maintenance and calibration of automated 
fixation machinery, tissue processor, sonicator, paraffin 
and cryostat microtome, autostainer and autocoverslipping 
equipment 

 Procedures for the trimming, dehydrating, infiltrating and 
embedding of tissues and sectioning of paraffin tissue 
blocks or frozen sectioning 

 Treatment of brittle tissue paraffin blocks 
 Hematoxylin and Eosin (H & E) staining and special staining 

of tissue sections 
 Immunohistochemical and autoradiography methods and in-situ 

hybridization 
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 Histology post-review procedures (e.g. microscopic slide 
quality review and slide/block matching of stained tissue 
slides) 

 Boxing, verification and disposition of tissue blocks 
 Histology work request to order special stain, pathology 

recuts, and specific tissue slides to be delivered for 
review 

 Histology lab procedures for tissues of study animals dying 
during chronic studies 

 Record keeping and record keeping procedures of the 
histology laboratory 

 
Histopathology services that should be inspected include: 
 

 Records of receiving and shipment of pathology specimens 
 Study pathologist – qualifications, personnel record and 

training (and refresher) program 
 Recut request procedures 
 Macro- and microphotography techniques (routine and 

digital, equipment maintenance) 
 Quality Control of slides and their corresponding 

histopathology worksheet by the study pathologist 
 Pathology reports and tables for each study 
 Microscopic examination 
 Data entry and use of pathology forms (hard copies and 

electronic forms) 
 Operation and maintenance of image analyzers, digital 

image-storing systems, and antigen retrieval equipment 
 Review, boxing and verification of tissue blocks, slides 

and data records for archiving by the study pathologist 
 Peer review procedure of microscopic findings 
 Histopathology data reporting and editing 
 Glossary maintenance and diagnostic criteria used in 

automated data entry system 
 
All pertinent items related to HGS Studies 1103-G923704 and 
1141-CG920871 should be examined and the sponsor’s data should 
be audited.  For each study, the protocol and actual study 
conduct, QAU monitoring, maintenance and calibration of 
pertinent equipment, and the archives should be examined.  The  
SOPs for the various procedures, such as the ones for various 
aspects of histology work, need to be scrutinized.  In addition 
to the standard investigation involving source documents, the 
correspondence files pertaining to HGS Studies 1103-G923704 and  
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1141-CG920871 should be examined for sponsor-requested changes, 
if any, to the study data or report.  Applicable exhibits (e.g., 
SOPs, raw data sheets) should be collected for all findings to 
assess the impact of the findings. 
 
The EIR should document answers to the following questions: 
 

 What was the procedure to determine the sequence and day on 
which rabbits were challenged with inhalational anthrax? 
Was the order of anthrax challenge random or by treatment 
group? 

 How many rabbits were challenged at a time with anthrax? 
 How were the Sponsor, the Battelle Study Directors and 

staff blinded to the animal group assignments? 
 
The following issues must also be addressed during the 
inspection of each of the two Battelle facilities and discussed 
in the EIR: 
 
 What percentage of the facility's total workload is subject to 

Part 58?  What percentage of the facility's GLP workload is 
related to human drugs? 

 Does the facility outsource any study phases, e.g., analysis 
of dosing formulations and histopathologic evaluations?  
Document how QAU oversight is assured for the outsourced 
phases.  Does the final report identify the facility that 
conducted the outsourced phases?  Please collect and exhibit 
in the EIR a list of all firms used for outsourced phases. 

 Did the study director sign and date protocol amendments on or 
before the day when procedures were actually changed? 

 Were the results of test article characterization and dosing 
formulation analyses reported to the study director and 
included in the final report? 

 Were signed and dated contributing scientists' reports 
attached to the final report?  

 
 
Headquarters Contact Person: Abhijit Raha, Ph.D. 
    301-796-3708 
    abhijit.raha@fda.hhs.gov 
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HFR-CE4525/Mishelle Harriger (BIMO) 
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O:\GLP\Assigns\FY13\BatWeCo13dir.doc  
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