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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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_____________________________________________ 
From: Dean, Jane  
Sent: Tuesday, April 24, 2012 4:24 PM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: Wording for PMR 
 
Melissa, here is the Agency’s request for the Post Marketing Requirement 
(PMR).  We are asking for a letter of commitment to the PMR by COB tomorrow 
(April 25, 2012).  You can email the letter to me and send it through the Gateway 
as a formal submission at the same time.  Please confirm that your team can turn 
this around by tomorrow afternoon.  Thanks. 
 
Also, I will not be able to send you our suggested revisions to the USPI or Med 
Guide today.   Most likely it will come to you tomorrow. 
 

1. Postmarketing Studies. This subsection requires you 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.  Please submit a letter prior to April 25, 2012, stating that you agree to 
conduct a field study to evaluate the efficacy and safety of LEVAQUIN in the 
event of an attack with intentional release of Yersinia pestis in the United States 
and to submit a protocol for the field study on or before April 30, 2013. 

 
2. Approval with restrictions to ensure safe use.  This subsection permits the Agency 

to require postmarketing restrictions as are needed to ensure safe use of the drug 
product, commensurate with the specific safety concerns presented by the drug 
product.  We conclude that levofloxacin can be safely used without restrictions on 
distribution or use. 

 
3. Information to be provided to patient recipients.  This subsection requires 

applicants to prepare labeling to be provided to patient recipients for drug 
products approved under this subpart.  We conclude that the FDA-approved 
Medication Guide for LEVAQUIN meets the requirements of this subsection. 

 
 

Information to be provided to patient recipients.  This subsection requires applicants to 
prepare labeling to be provided to patient recipients for drug products approved under 
this subpart.  We conclude that the FDA-approved Medication Guide for LEVAQUIN 
meets the requirements of this subsection. 
 
Jane 
 
 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 

Reference ID: 3121410



FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
 
Email address:  jane.dean@fda.hhs.gov 
 

 consider the environment before printing this e-mail 
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From: Dean, Jane  
Sent: Monday, March 05, 2012 12:23 PM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: RE: Levaquin sNDAs for Plague - Ad Com Rehearsal Feedback 
Importance: High 
 

Hi, Melissa, here is the response to your question. 
  

The animal model is designed to evaluate antibacterial treatment of symptomatic 
disease, so we would want the committee to focus on whether the animal model provides 
adequate evidence of efficacy for treatment of human patients with pneumonic plague.  
At the same time, we understand the issues raised at your mock rehearsal, and suggest 
you be prepared to address whether you think the risk/benefit profile for Levaquin would 
also be favorable for "prophylactic use".  We are having internal discussions about this 
issue and expect we would address the specific claim with you at the time of labeling 
discussions.  We expect that the advisory committee will have considered this treatment 
use vs post-exposure prophylaxis prior to discussion of your product, but if 
questions about the scope of the intended claims arise, you can direct them to the 
Division representatives for a response. 

  
  

Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Gannon, Melissa [JRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Tuesday, February 28, 2012 3:47 PM 
To: Dean, Jane 
Subject: Levaquin sNDAs for Plague - Ad Com Rehearsal Feedback 
  

Dear Jane, 
  
As a follow-up to our discussion on Friday, I was hoping to share and get some feedback 
from the Division on an issue that was raised in a mock rehearsal we had in preparation for 
the Ad Com. In our submission, we proposed the following indication:  LEVAQUIN® is 

Reference ID: 3097051



indicated for pneumonic plague following exposure to Yersinia pestis (Y. pestis) in adults 

and pediatric patients ≥6 months of age.  
  
The intention is that Levaquin will be used in a mass casualty setting as post-exposure 
prophylaxis (i.e., administered to patients with known or suspected exposure). We do not 
expect that physicians will confirm patient exposure to Y. pestis or wait for them to exhibit 
initial signs (e.g., fever).  
  
The efficacy study in AGMs was a treatment model (animals were exposed, exhibited 
signs of disease and were then treated).  
  
The discussion at our mock rehearsal focused on these differences in prophylactic use vs. 
treatment and we anticipate this may come up in the actual Ad Com. We would like to get 
alignment with FDA on this topic. Do you agree that the intention would be to use Levaquin 
in a prophylactic post-exposure setting? The only model that could be tested is a treatment 
model, but in real world use, we do not expect that one would wait for “treatment”.   
  
Kind regards, 
  
Melissa  
  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Janssen R&D  
920 Route 202 South  
Raritan, NJ  08869  
Phone: (908) 927-2382 

  
Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  
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_____________________________________________ 
From: Dean, Jane  
Sent: Thursday, February 23, 2012 2:24 PM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: NDA 20634/S-061, 20635/S-067 and 21721/S-028 (levofloxacin) - IR 
Importance: High 
 
Hi, Melissa, I have an information request from the clinical micro reviewer.  Can 
you please let me know when you can either respond to it or send the information 
requested?  Thanks! 
 
In the levofloxacin efficacy study FY06-126, you reported that 3 animals (X523, 
X663, X648) were positive for Y. pestis in terminal blood and tissue cultures on 
day 28.  Was levofloxacin minimum inhibitory concentration (MIC) determined for 
these Y. pestis isolates?  Kindly provide this information to the NDA submission.  
If MICs were not determined, please determine the levofloxacin MICs for these 
isolates.  If possible, it would also be informative if the susceptibility of these 
isolates to other fluoroquinolones (e.g. ciprofloxacin) were determined.  We 
suggest that the Y. pestis used for the initial aerosol challenge be tested at the 
same time as the isolates obtained from these animals to reduce the variability in 
test results when MICs are determined at different times. 
 
Jane 
 
 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
 
Email address:  jane.dean@fda.hhs.gov 
 

 consider the environment before printing this e-mail 
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From: Dean, Jane 
Sent: Wednesday, February 08, 2012 11:11 AM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: NDA 20634/S-061, 20635/S-067 and 21721/S-028 (levofloxacin - information 

request 
Melissa, our stats reviewer has the following information request.  Please let me 
know what the turn around time could be – thanks! 
 

1. Provide any available data, such as baseline data, randomization information, for 
the animal that died prior to being challenged. 

 
2. Provide any available data, such as, baseline, treatment, follow-up, and outcome 

data for animal X779 who was infused with test article prior to the onset of fever.  
 
3. Provide more detail on how animals were randomized to treatment groups.  
 
4. Provide the rationale for adding Cohort 3 and for the choice of a 4:1 ratio for 

randomization. 
 
 
Jane 
 
 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
 
Email address:  jane.dean@fda.hhs.gov 
 

 consider the environment before printing this e-mail 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 020635/S-067 
NDA 021721/S-028 
 FILING COMMUNICATION 
 
Janssen Pharmaceuticals, Inc. 
c/o Johnson & Johnson Pharmaceutical Research and Development, LLC 
Attention:  Melissa L. Gannon 
Director, Regulatory Affairs 
920 Route 202 South, PO Box 300 
Raritan, NJ  08869-0602 
 
 
Dear Ms. Gannon: 
 
Please refer to your Supplemental New Drug Applications (sNDA) dated November 4, 2011, 
received November 7, 2011, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for Levaquin (levofloxacin) Injection (NDA 020635) and Levaquin 
(levofloxacin) Oral Solution (NDA 021721). 
 
We also refer to your submissions dated November 23, and December 21, 22 and 23, 2011. 
 
These supplemental applications propose the following change: to add the indication for use of 
Levaquin in the treatment of pneumonic plague following exposure to Yersinia pestis in adults 
and pediatric patients > 6 months of age. 
 
We have completed our filing review and have determined that your applications are sufficiently 
complete to permit a substantive review.  Therefore, these applications are considered filed 60 
days after the date we received your applications in accordance with 21 CFR 314.101(a).  The 
review classification for these applications is Priority.  Therefore, the user fee goal date is May 
7, 2012. 
 
We are reviewing your applications according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
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NDA 021721/S-028 
Page 2 
 
 

 

labeling and, if necessary, any postmarketing requirement/commitment requests by 
April 7, 2012. 
 
During our filing review of your supplemental applications, we identified the following potential 
review issues with the datasets for Study FY07-070: 
 

1. Infusion dataset:  The parameter "Study Day" was provided in the other study datasets.  
Provide the "Study Day" in the infusion dataset.  Provide the "Date and Time" as separate 
variables. 

 
2. Animal ID dataset:  Verify if the study start date is the "end of nebulization date."  

Provide the "Date and Time" as separate variables and the "Study Day" for death and 
fever onset. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the supplemental applications and is not 
indicative of deficiencies that may be identified during our review.  Issues may be added, 
deleted, expanded upon, or modified as we review the supplemental applications.  If you respond 
to these issues during this review cycle, we may not consider your response before we take an 
action on your applications. 
 
We will review these applications under the provisions of 21 CFR 314 Subpart I – Approval of 
New Drugs When Human Efficacy Studies Are Not Ethical or Feasible.  Unless we otherwise 
inform you, as required by 21 CFR 314.640, you must submit during the preapproval review 
period copies of all promotional materials, including promotional labeling and advertisements, 
intended for dissemination or publication within 120 days following marketing approval (i.e., 
your launch campaign).  We ask that each submission include a detailed cover letter together 
with three copies each of the promotional materials, annotated references, and proposed package 
insert (PI)/Medication Guide/patient PI (as applicable).  Send each submission directly to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you have any questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
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We note that you have not addressed how you plan to fulfill this requirement.  Within 30 days of 
the date of this letter, please submit (1) a full waiver request, (2) a partial waiver request and a 
pediatric development plan for the pediatric age groups not covered by the partial waiver request, 
or (3) a pediatric drug development plan covering the full pediatric age range.  All waiver 
requests must include supporting information and documentation.  A pediatric drug development 
plan must address the indication(s) proposed in this supplemental application. 
 
If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
John Farley, MD, MPH 
Acting Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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NDA 020634/S-061 
 FILING COMMUNICATION 
 
Janssen Pharmaceuticals, Inc. 
c/o Johnson & Johnson Pharmaceutical Research and Development, LLC 
Attention:  Melissa L. Gannon 
Director, Regulatory Affairs 
920 Route 202 South, PO Box 300 
Raritan, NJ  08869-0602 
 
 
Dear Ms. Gannon: 
 
Please refer to your Supplemental New Drug Application (sNDA) dated October 27, 2011, 
received October 28, 2011, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for Levaquin (levofloxacin) Tablets, 250 mg, 500 mg and 750 mg. 
 
We also refer to your submissions dated November 23, and December 21, 22 and 23, 2011. 
 
This supplemental application proposes the following change: to add the indication for use of 
Levaquin in the treatment of pneumonic plague following exposure to Yersinia pestis in adults 
and pediatric patients > 6 months of age. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, this application is considered filed 60 days 
after the date we received your application in accordance with 21 CFR 314.101(a).  The review 
classification for this application is Priority.  Therefore, the user fee goal date is April 28, 2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by 
April 7, 2012. 
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During our filing review of your supplemental application, we identified the following potential 
review issues with the datasets for Study FY07-070: 
 

1. Infusion dataset:  The parameter "Study Day" was provided in the other study datasets.  
Provide the "Study Day" in the infusion dataset.  Provide the "Date and Time" as separate 
variables. 

 
2. Animal ID dataset:  Verify if the study start date is the "end of nebulization date."  

Provide the "Date and Time" as separate variables and the "Study Day" for death and 
fever onset. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the supplemental application and is not 
indicative of deficiencies that may be identified during our review.  Issues may be added, 
deleted, expanded upon, or modified as we review the supplemental application.  If you respond 
to these issues during this review cycle, we may not consider your response before we take an 
action on your application. 
 
We will review this application under the provisions of 21 CFR 314 Subpart I – Approval of New 
Drugs When Human Efficacy Studies Are Not Ethical or Feasible.  Unless we otherwise inform 
you, as required by 21 CFR 314.640, you must submit during the preapproval review period 
copies of all promotional materials, including promotional labeling and advertisements, intended 
for dissemination or publication within 120 days following marketing approval (i.e., your launch 
campaign).  We ask that each submission include a detailed cover letter together with three 
copies each of the promotional materials, annotated references, and proposed package insert 
(PI)/Medication Guide/patient PI (as applicable).  Send each submission directly to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you have any questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We note that you have not addressed how you plan to fulfill this requirement.  Within 30 days of 
the date of this letter, please submit (1) a full waiver request, (2) a partial waiver request and a 
pediatric development plan for the pediatric age groups not covered by the partial waiver request, 
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or (3) a pediatric drug development plan covering the full pediatric age range.  All waiver 
requests must include supporting information and documentation.  A pediatric drug development 
plan must address the indication(s) proposed in this supplemental application. 
 
If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
John Farley, MD, MPH 
Acting Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Dean, Jane
To: "Gannon, Melissa [JRDUS]"
Subject: NDA 20634/S-061, NDA 020635/S-067 and NDA 021721/S-028 (levofloxacin) - information request re datasets
Date: Tuesday, December 27, 2011 3:43:39 PM

Hi Melissa, we have the following information request.

The following is missing from the submissions NDA 20634/S-061, NDA 020635/S-
067 and NDA 021721/S-028 (levofloxacin) and needs to be resolved:

1. Microbiology dataset:

        a) missing for study 617 (Battelle)

        b) timing of blood collection for culture is not specified (no variable) for studies
875 (Battelle), F03-09G (USAMRIID)

2. Telemetry dataset for study FY06-126 (LRRI) contains possibly erroneous
temperature data, as animals 532, 538, 666, 705 and 756 appear to have been
afebrile for the duration of the study. Animal 705 telemetry data do not support the
conclusions presented in the study report on the onset of fever, tachypnea or
tachycardia.

3. CRF post challenge are not available for studies: 617, 875, and FY06-126 (LRRI)

4. Individual animal pathology data (datasets and study report) are not available for
study F03-09G

5. All natural history studies datasets are data listings. No analysis datasets were
provided. Some analysis data were found in study reports, some were derived from
listings datasets. In order to expedite review of the submitted application, for the

 efficacy study please provide an analysis dataset that will have data for
each animal (Animal ID) that include baseline average temperature by the hour,
target temperature value for the fever onset by the hour, date and time of challenge,
date and time of fever onset, time in hours post challenge, date and time of first
positive blood culture, date and time of animal death.

Also, please, could you give me an idea of your turn around time on this?

Thanks! 

Jane

 ----------------
Jane A. Dean, RN, MSN
Regulatory Health Project Manager
Division of Anti-Infective Products

Office of Antimicrobial Products
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From: Dean, Jane  
Sent: Monday, December 05, 2011 4:08 PM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: RE: sNDA020634/S-061 (Levaquin) - information request 
Importance: High 
 
Hi, Melissa – see responses embedded in your email below in black . . .  
  

Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Gannon, Melissa [JRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Friday, December 02, 2011 6:01 PM 
To: Dean, Jane 
Subject: RE: sNDA020634/S-061 (Levaquin) - information request 
  
Hello Jane, 
  
It was nice talking with you. As indicated, I just finished a call with the team to discuss the 
request. We have some additional questions. 
  
We have all the data requested. The team indicated they would be able to add the 
information identified in Item #2 to the Animal ID file we submitted on 23rd November with 
the exception of the infusion data and blood culture data. For these two parameters, the 
team would like to know if they are supposed to merge these data into the original file for 
each relevant data type or if it would be acceptable for these data to be provided as 
separate data files? We do think we could provide this information more easily as separate 
data files. 

  
It is acceptable for some of the information identified in Item #2 to be added to the 
Animal ID file submitted on 23rd November and for infusion data and blood culture 
data to be provided as separate data files.   We also suggest that you put the 
telemetry data into a separate data file. 
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For Item #5, is the reviewer referring to the discrepancy for one animal in the SAS analysis 
data set (calculated as day the decision was made to euthanize) versus how its data is 
presented in the survival graph (day the euthanasia was carried out)? If so, there was an 
explanation of the discrepancy on the animal provided in the body of the report on page 
26. Did the reviewer see this explanation and is this acceptable? Or are there other 
discrepancies you noted? If it’s the latter, is there additional information you could provide 
to help us to understand what the issue is?  

  
We noticed a discrepancy for animal X888 (a cohort 3 control). In the data set, 
timec=4; while in Table 7 and Figure 2 in the study report, the day of death was 5.  
We also noted a discrepancy in the sex for animal U193 - please clarify if the 
animal is a male or female. In view of the above discrepancies, please double 
check and validate the dataset for consistency. 
  
Our team is working to turn this around as quickly as possible, but I also recognize the 
review team will be meeting around Day 45 (December 12th) to make an assessment on 
the filing. Is it necessary for these additional data to be in your hands before that time so 
you can make the determination? If so, what is the drop-dead date for delivery of this 
information? 

  
We would like to have the information by December 21st, 2011. 

  
I have a follow-up meeting scheduled with the team for Monday afternoon so any 
information we can have before then would be very much appreciated. 
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain confidential or legally 
privileged information that is intended only for the individual or entity named in the e-mail 
address. If you are not the intended recipient, you are hereby notified that any disclosure, 
copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited. If 
you have received this e-mail transmission in error, please reply to the sender, so that 
Johnson & Johnson can arrange for proper delivery, and then please delete the message 
from your inbox. Thank you.  
  
From: Dean, Jane [mailto:Jane.Dean@fda.hhs.gov]  
Sent: Friday, December 02, 2011 11:50 AM 
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To: Gannon, Melissa [JRDUS] 
Subject: RE: sNDA020634/S-061 (Levaquin) - information request 
  
Perfect – thanks!!  Did you get the letters okay? 
  

Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Gannon, Melissa [JRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Friday, December 02, 2011 11:33 AM 
To: Dean, Jane 
Subject: RE: sNDA020634/S-061 (Levaquin) - information request 
  
Hello Jane. 
  
I will forward this to the team and request the time for delivery of these data. 
  
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information that is intended only for the individual or entity 
named in the e-mail address. If you are not the intended recipient, you are 
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hereby notified that any disclosure, copying, distribution, or reliance upon the 
contents of this e-mail is strictly prohibited. If you have received this e-mail 
transmission in error, please reply to the sender, so that Johnson & Johnson can 
arrange for proper delivery, and then please delete the message from your inbox. 
Thank you.  
  
From: Dean, Jane [mailto:Jane.Dean@fda.hhs.gov]  
Sent: Friday, December 02, 2011 10:50 AM 
To: Gannon, Melissa [JRDUS] 
Subject: sNDA020634/S-061 (Levaquin) - information request 
Importance: High 
  
Hi, Melissa – the reviewers have the following information request: 
  
In the dataset for the efficacy study FY07-70, fy07070.xpt, submitted on 
11/27/2012, there is no information such as onset of fever, challenge 
(exposure) time, infusion time as shown in Appendix C - Individual 
Animal Data in the study report.  To facilitate the review of this sNDA, we 
have the following data requests: 
  

1.      Please add a column named datetime to include calendar date and 
time in hours (and minutes, if available) in the data set for each 
row. 

  
2.      Please add rows for each animal to include the following 

information, if available: 
•   challenging dose in CFU/ml 
•   onset of fever date and time, fever resolution date and time 
•   dates and  beginning and ending times for infusions 
•   date and time for blood culture 
•   date and time of death or euthanasia 

All day and time values should be included in the datetime variable. 
  

3.      Currently variable Time includes days or hours, depending on the 
values of other variables.  Please redefine variables Phase and 
Time, so that they include days and hours, respectively.  

  
4.      Please update define.pdf accordingly. 

  
5.      It appears that there is some inconsistency between your data and 

the survival graph in the study report. Please double check and 
validate your data for consistency. 

  
Please let me know what your anticipated TAT is – thanks! 
  
Jane 
  

Reference ID: 3054082



 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
  
Email address:  jane.dean@fda.hhs.gov 
  

 consider the environment before printing this e-mail 
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From: Dean, Jane 
Sent: Friday, December 02, 2011 10:50 AM 
To: 'Gannon, Melissa [JRDUS]' 
Subject: sNDA020634/S-061 (Levaquin) - information request 
 
Importance: High 
 
Hi, Melissa – the reviewers have the following information request: 
 
In the dataset for the efficacy study FY07-70, fy07070.xpt, submitted on 11/27/2012, 
there is no information such as onset of fever, challenge (exposure) time, infusion time as 
shown in Appendix C - Individual Animal Data in the study report.  To facilitate the 
review of this sNDA, we have the following data requests: 
 

1. Please add a column named datetime to include calendar date and time in hours 
(and minutes, if available) in the data set for each row. 

 
2. Please add rows for each animal to include the following information, if available: 
• challenging dose in CFU/ml 
• onset of fever date and time, fever resolution date and time 
• dates and  beginning and ending times for infusions 
• date and time for blood culture 
• date and time of death or euthanasia 

All day and time values should be included in the datetime variable. 
 
3. Currently variable Time includes days or hours, depending on the values of other 

variables.  Please redefine variables Phase and Time, so that they include days 
and hours, respectively.  

 
4. Please update define.pdf accordingly. 

 
5. It appears that there is some inconsistency between your data and the survival 

graph in the study report. Please double check and validate your data for 
consistency. 

 
Please let me know what your anticipated TAT is – thanks! 
 
Jane 
 
 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 

 

NDA 020634/S-061 
 ACKNOWLEDGEMENT -- 

PRIOR APPROVAL SUPPLEMENT 
 

Janssen Pharmaceuticals, Inc. 
c/o Johnson & Johnson Pharmaceutical Research and Development, LLC 
Attention:  Melissa L. Gannon 
Director, Regulatory Affairs 
920 Route 202 South, PO Box 300 
Raritan, NJ  08869-0602 
 
 
Dear Ms. Gannon: 
 
We have received your October 27, 2011, Supplemental New Drug Application (sNDA) 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) 
for the following: 
 
NDA NUMBER: 020634 
 
SUPPLEMENT NUMBER: S-061 
 
PRODUCT NAME: Levaquin (levofloxacin) Tablets 
 
DATE OF SUBMISSION: October 27, 2011 
 
DATE OF RECEIPT: October 28, 2011 
 
This supplemental application provides for the use of Levaquin in the treatment of pneumonic 
plague following exposure to Yersinia pestis in adults and pediatric patients > 6 months of age. 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on December 27, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling 
[21 CFR 314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 
21 CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
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NDA 020634/S-061 
Page 2 
 
 

 

FDAAA TITLE VIII RESPONSIBILITIES 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and (j) 
of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was amended by 
Title VIII of the Food and Drug Administration Amendments Act of 2007 (FDAAA) (Public 
Law No, 110-85, 121 Stat. 904). 
 
SUBMISSION REQUIREMENTS 
 
Cite the application number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anti-Infective Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Frances V. LeSane 
Chief, Project Management Staff 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 

 

NDA 020635/S-067 
NDA 021721/S-028 
 ACKNOWLEDGEMENT -- 

PRIOR APPROVAL SUPPLEMENT 
 

Janssen Pharmaceutical, Inc. 
c/o Johnson & Johnson Pharmaceutical Research and Development, LLC 
Attention:  Melissa L. Gannon 
Director, Regulatory Affairs 
920 Route 202 South, PO Box 300 
Raritan, NJ  08869-0602 
 
 
Dear Ms. Gannon: 
 
We have received your November 4, 2011, Supplemental New Drug Applications (sNDAs) 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) 
for the following: 
 

NDA # Supplement 
number 

Drug Name & Dosage 
Form Letter Date Receipt Date 

 
020635 

 
S-067 

 
Levaquin (levofloxacin) 
Injection 
 

 
November 4, 2011 

 
November 7, 2011 

021721 S-028 Levaquin (levofloxacin) 
Oral Solution 

November 4, 2011 November 7, 2011 

 
These supplemental applications provide for the use of Levaquin in the treatment of pneumonic 
plague following exposure to Yersinia pestis in adults and pediatric patients > 6 months of age. 
 
Unless we notify you within 60 days of the receipt date that the applications are not sufficiently 
complete to permit a substantive review, we will file these applications on January 6, 2012, in 
accordance with 21 CFR 314.101(a).   
 
If you have not already done so, promptly submit the content of labeling 
[21 CFR 314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 
21 CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
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NDA 020635/S-067 
NDA 021721/S-028 
Page 2 
 
 

 

FDAAA TITLE VIII RESPONSIBILITIES 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and (j) 
of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was amended by 
Title VIII of the Food and Drug Administration Amendments Act of 2007 (FDAAA) (Public 
Law No, 110-85, 121 Stat. 904). 
 
SUBMISSION REQUIREMENTS 
 
Cite the application numbers listed above at the top of the first page of all submissions to these 
applications.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anti-Infective Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Frances V. LeSane 
Chief, Project Management Staff 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Dean, Jane  
Sent: Monday, June 06, 2011 2:31 PM 
To: 'Gannon, Melissa [PRDUS]' 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin (levofloxacin) - 
December 1, 2010 Meeting Minutes and response to questions regarding Animal Rule 
and User Fees regarding levofloxacin for plague 
  
Hi, Melissa – here are the responses you have been waiting for.  Please note that any 
further discussion on these issues should be formally submitted through the Gateway 
rather than through email.  Thanks. 
  
NDA 20-634, NDA 20635, NDA 21721  
  
The mock data set and data definitions submitted on 29 April 2011 followed the CDISC format 
where each data point is represented by a row in the SAS data set.  Although the alternative 
telemetry data format does not follow the CDISC format, it is acceptable. As discussed before, 
please submit all data in SAS transport data format. 
  
Questions for FDA based on May 10, 2011 response 
FDA Recommendation: If contaminants are identified then these should be provided as well in 
the dataset; such information should include the species identified, the site/source (e.g., catheter) 
and bacterial counts (if available). 
J&JRD Response: Please clarify if these are to be included in the study reports or the SAS 
dataset for statistical analysis.  It may be difficult to retrospectively put the data into a uniform 
format for a SAS dataset; it should be very straightforward to include them in the report(s) if the 
data are available. 
  
FDA response:  
It is acceptable to provide the information in the study reports.  
  
  
FDA Recommendation: We would like the different parameters such as for the aerosol and 
microbiology information in the datasets to be presented as columns for each animal rather than 
as rows. 
J&JRD Response: Please clarify whether this is the direction of all reviewers and not just the 
Microbiology reviewers.  The guidance regarding CDISC format was followed for the mock 
dataset. We will submit a single format for each dataset, though we are willing to tailor dataset to 
column or row format. The data is almost never collected in a column per animal so it will 
require transformation in every case. 
  
FDA Response: 
The content of the datasets is acceptable.  With regard to the format of the datasets, enclosed 
please find sample datasets for hematology, telemetry, and bacteremia results. We suggest that: 

•         Chemistry results should be presented in a similar format to the hematology dataset, 
i.e. parameters should be presented as columns for each animal. 

•         Laboratory test results (hematology, chemistry, coagulation, blood gases) should be 
presented with normal ranges (upper and lower limit of normal). 

•         For aerosol and microbiology information, the different parameters should be 
presented as columns for each animal rather than as rows. 

Reference ID: 2956656



  
  
Additional Clinical Comments 
  
For the Data Listings and Data Tabulations:  
  
a)   There may be numerous data points for some measurements. For example, given that animals 

were monitored via telemetry, there may be thousands of data points for vital signs. We 
recommend submitting the following for each animal in lieu of the actual telemetry tracings: 
• Temperature – from the time of the start of the study through the time of death of the 

animal, provide mean (standard deviation [SD] and range) hourly temperature per animal 
tabulated over time. This would therefore involve approximately 24 data points per day 
and 120 data points over 5 days. This will allow an assessment of trends and a 
clarification of the variation within the hourly temperature.  

• Respiration – provide mean (SD and range) hourly respiratory rates in a tabulated 
database, and clarify discrepancies between respiratory rates obtained by observation and 
by telemetry, if necessary.  

• Heart Rate – provide mean (SD and range) hourly heart rates in a tabulated database.  
• Blood Pressure – provide mean (SD and range) hourly systolic and diastolic blood 

pressure and pulse pressure.  
Please clarify what the variable “pressure” refers to in the table entitled “Telemetry 
Data Definitions for Study 875” submitted on May 20, 2011 

  
b)   In addition, we request all data on the following measurements in summary tabulations at all 

the time points when the measurements were done.  
• Body weight  
• Inoculum size delivered via aerosol  
• Clinical observations - signs and or symptoms of illness: Provide tabulation of animal 

activity over the study period, documenting behavior, and appetite, and response to 
stimuli at each time point when observations were collected from baseline to euthanasia 
or death.  

• €Blood cultures: Y. pestis CFU/mL for each animal at baseline, during treatment and 
follow-up including date and time when the samples were collected.  

• X-rays: Please include the interpretive findings by radiologist  
• Gross pathology (including organ culture results)  
• Histopathology - For histopathology data, individual animal reports and a summary table 

describing the specific findings (e.g., severity, extent and nature of histologic changes, 
utilizing a standard scale) in each organ examined.  

• Complete medical record or document that was used to collect data for each animal used 
in the study. The complete medical record should provide the information on everything 
that occurred to the animal prior to entry into the study (e.g., when anesthetized, any 
medications administered, prior infections, vaccinations, screening for pathogens, etc.). 
Indicate in the dataset whether the animals that were used are “experimentally naïve” or 
if the animals were previously used in any other experimental study(ies).  

  
Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
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Division of Anti-Infective Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  
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From: Gannon, Melissa [PRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Wednesday, May 25, 2011 9:30 PM 
To: Dean, Jane 
Cc: McKinnon, Rebecca (Saville) 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin (levofloxacin) - 
December 1, 2010 Meeting Minutes and response to questions regarding Animal 
Rule and User Fees regarding levofloxacin for plague 
  
Hello Jane, 
  
Yes, the submission pertaining to the questions below were submitted via the Gateway last week. I 
did fix up the presentation of the document where the J&J team was responding to FDA comments; 
I wanted to make it submission- and user-friendly. The content is still the same with regard to the 
responses. The other attachments pertaining to the mock data sets were the same as those 
included in the email. 
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain confidential or 
legally privileged information that is intended only for the individual or entity 
named in the e-mail address. If you are not the intended recipient, you are 
hereby notified that any disclosure, copying, distribution, or reliance upon the 
contents of this e-mail is strictly prohibited. If you have received this e-mail 
transmission in error, please reply to the sender, so that Johnson & Johnson can 
arrange for proper delivery, and then please delete the message from your inbox. 
Thank you.  
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From: Dean, Jane [mailto:Jane.Dean@fda.hhs.gov]  
Sent: Wednesday, May 25, 2011 6:01 PM 
To: Gannon, Melissa [PRDUS] 
Cc: McKinnon, Rebecca (Saville) 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin (levofloxacin) - 
December 1, 2010 Meeting Minutes and response to questions regarding Animal 
Rule and User Fees regarding levofloxacin for plague 
  
Hi, Melissa – have you sent in a formal submission per my email of 5/17/11?  I 
recently received a submission from you for IND 38368, IND 36627, NDA 20635, 
NDA 20634 and NDA 21721 with a letter date of 5/20/11.  I have forwarded those 
submissions to the review team.  Did those submissions relate to the questions 
below in the emails?   
  
I will do my best to ensure the reviewers have what they need to adequately 
answer your questions but I cannot say what their turn around time will be. 
  
Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Gannon, Melissa [PRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Wednesday, May 25, 2011 5:51 PM 
To: Dean, Jane 
Cc: McKinnon, Rebecca (Saville) 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response to 
questions regarding Animal Rule and User Fees regarding levofloxacin for 
plague 
  
Hello Jane, 
  
I just want to follow-up on the request for information in the email below to see if we will 
have a response from the reviewers this week? 
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Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain confidential 
or legally privileged information that is intended only for the individual or 
entity named in the e-mail address. If you are not the intended recipient, 
you are hereby notified that any disclosure, copying, distribution, or 
reliance upon the contents of this e-mail is strictly prohibited. If you have 
received this e-mail transmission in error, please reply to the sender, so 
that Johnson & Johnson can arrange for proper delivery, and then please 
delete the message from your inbox. Thank you.  
  
From: Gannon, Melissa [PRDUS]  
Sent: Tuesday, May 17, 2011 5:16 PM 
To: Dean, Jane 
Cc: Rebecca.Saville@fda.hhs.gov 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response to 
questions regarding Animal Rule and User Fees regarding levofloxacin for 
plague 
  
Hello Jane, 
  
Thank you for your response. I will prepare the submission as requested.  
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
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Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain confidential 
or legally privileged information that is intended only for the individual or 
entity named in the e-mail address. If you are not the intended recipient, 
you are hereby notified that any disclosure, copying, distribution, or 
reliance upon the contents of this e-mail is strictly prohibited. If you have 
received this e-mail transmission in error, please reply to the sender, so 
that Johnson & Johnson can arrange for proper delivery, and then please 
delete the message from your inbox. Thank you.  
  
From: Dean, Jane [mailto:Jane.Dean@fda.hhs.gov]  
Sent: Tuesday, May 17, 2011 4:59 PM 
To: Gannon, Melissa [PRDUS]; McKinnon, Rebecca (Saville) 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response to 
questions regarding Animal Rule and User Fees regarding levofloxacin for 
plague 
  
Hi, Melissa – I know transitioning from the familiar practices of one RPM 
to the unknown practices of a new RPM can cause anxiety.  However, I 
do strive to develop an open relationship with my sponsors at the onset. 
  
That being said, if you wish to continue to cc Rebecca on your emails, I 
have no objection to that.  It actually would be kind of helpful for me as I 
try to come up to speed on your submission. 
  
As far as your comments contained in your email below, in light of the 
complexity and the many questions you have, please submit this, 
including your original questions, or at least, a summary of the email 
conversation below, through the Gateway so it can be tracked properly.  
In this way, there will be a clearly documented record of the agreements 
made and the responses the Agency is providing for your questions.   
  
Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  
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 consider the environment before printing this e-mail  

 
From: Gannon, Melissa [PRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Tuesday, May 17, 2011 4:31 PM 
To: McKinnon, Rebecca (Saville) 
Cc: Dean, Jane 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
to questions regarding Animal Rule and User Fees regarding 
levofloxacin for plague 
  
Hello Rebecca, 
  
I know this project is transitioning to a new project manager (Jane Dean) but I am 
not sure if it has been officially transferred. As such, I thought I would still 
correspond with you and copy Jane on the email. Please let me know if this is 
acceptable or if I should begin corresponding with Jane directly. 
  
In reference to FDA’s communication of May 10, 2011, the J&J team has 
reviewed the comments and has some additional information/questions for the 
reviewers.  
  
•         Does the Microbiology team intend to provided additional feedback 

regarding the acceptability of the proposed format and content of the overall 
sham datasets as outlined in our communication of April 29th, 2011?  

  
•         The mock dataset and data definitions submitted on 4/29/2011 followed 

the CDISC format where each data point is represented by a row in the SAS 
dataset.  In discussions with the laboratories performing the studies, it was 
noted that the raw data is obtained in a file for each animal, with rows for 
time points and columns for the parameters (temperature, heart rate, etc.).  
 As this is the format closer to the raw data, we wanted to present this 
alternative approach to telemetry datasets for consideration in review of the 
mock dataset. (See Alternative Telemetry Documents – Attached) 

  
•         Regarding items listed under #2 of the May 10th, 2011 communication, 

we have the following responses: 
  

2.      In reference to the sham datasets submitted on April 29, 
2011, we recommend the following:  

  
The microbiological culture results for the target organs (i.e., 

necropsy tissues) including the source, time point at which the 
sample was collected and bacterial colony counts. 

  
J&J  Response: 
These data will be added to the gross necropsy dataset.  Please note 
that as survivors were not necropsied, tissue microbiological data is 
only available for natural history and control animals. Additional 
parameters have been added to the data definitions file. 
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If contaminants are identified then these should be provided as 
well in the dataset; such information should include the species 
identified, the site/source (e.g., catheter) and bacterial counts (if 
available).  

  
J&J Response: 
Please clarify if these are to be included in the study reports or the 
SAS dataset for statistical analysis.  It may be difficult to 
retrospectively put the data into a uniform format for a SAS dataset; 
it should be very straightforward to include them in the report(s) if 
the data are available. 
  
We would like the different parameters such as for the aerosol 
and microbiology information in the datasets to be presented as 
columns for each animal rather than as rows. 

  
J&J Response: 
Please clarify whether this is the direction of all reviewers and not 
just the Microbiology reviewers.   The guidance regarding CDISC 
format was followed for the mock dataset.  We will submit a single 
format for each dataset, though we are willing to tailor datasets to 
column or row format.  The data is almost never collected in a 
column per animal, so it will require transformation in every case.   
  
For the aerosol challenge sham dataset, you have provided the 
list of parameters and the formulas for some of the calculated 
parameters under the columns headings“Codes” and 
“Comments”, respectively. However, there appears to be some 
typographical errors in the formulas used in the “Comments” 
column. For example, for the LD50 equivalents in the “Codes 
column” the formula should be Calculated=INHDOSE/  in the 
“Comments” column but is shown as Calculated 
=AERO*TATV. Please check for accuracy of the formulas.   

  
J&J Response: 
Thank you for the observation.  There was an extra line in the 
comments, such that calculations below it (LD50 and SF) don’t 
match up with the proper code; a tracked change version has been 
attached which corrects this.  The mock dataset submitted 4/29 
contained the correct calculations.    

  
The team respectfully requests responses to the additional questions by next 
week if possible so that they will have time to implement changes. 
  
Would you also please let me know if this email communication is sufficient or if I 
should submit this information formally through the Gateway?  
Kind regards,  
Melissa  
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Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain 
confidential or legally privileged information that is intended only 
for the individual or entity named in the e-mail address. If you are 
not the intended recipient, you are hereby notified that any 
disclosure, copying, distribution, or reliance upon the contents of 
this e-mail is strictly prohibited. If you have received this e-mail 
transmission in error, please reply to the sender, so that Johnson 
& Johnson can arrange for proper delivery, and then please delete 
the message from your inbox. Thank you.  
  
From: McKinnon, Rebecca (Saville) 
[mailto:Rebecca.Saville@fda.hhs.gov]  
Sent: Tuesday, May 10, 2011 12:51 PM 
To: Gannon, Melissa [PRDUS] 
Cc: Willard, Diana M; Dean, Jane 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
to questions regarding Animal Rule and User Fees regarding 
levofloxacin for plague 
  
Hi Melissa, 
  
Attached, please find a response from our Microbiology team 
regarding your April 29, 2011 submission. 
  
Have a good afternoon! 
  
Regards, 
Rebecca 
  

 
From: McKinnon, Rebecca (Saville)  
Sent: Wednesday, May 04, 2011 9:15 PM 
To: 'Gannon, Melissa [PRDUS]' 
Cc: Willard, Diana M; Dean, Jane; Izadi, Fariba 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
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to questions regarding Animal Rule and User Fees regarding 
levofloxacin for plague 

Hi Melissa, 
  
I forwarded the manuscript to the OCP team and requested a 
response for you by the end of next week.   

 
  
I also requested a response from the micro team.  A few 
comments have been drafted, but Dr. Bala needs to sign off on 
them.    
We should have a response for you by the end of the week or 
early next week.   
  
We recently underwent reorganization, so the Levaquin 
applications have been transferred to DAIP.  Fabriba Izadi will be 
the PM  I think.  Jane 
Dean will most likely be the PM for the plague sNDA.  I have 
updated Jane on the datasets and the manuscript and have 
cc:d both of them on this email.  All our microbiology reviewers 
have transferred to DAIP.  We will try to make this transition as 
smooth as possible for you as you prepare the sNDAs. 
  
It's been a pleasure working on Levaquin the past 7 years.  I'll 
miss it.  Please feel free to contact me if you have any questions 
about any outstanding items. 
  
Thanks! 
  
Regards, 
Rebecca 
  

 
From: Gannon, Melissa [PRDUS] [mailto:MGannon2@its.jnj.com]  
Sent: Wednesday, May 04, 2011 3:23 PM 
To: McKinnon, Rebecca (Saville); Willard, Diana M 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
to questions regarding Animal Rule and User Fees regarding 
levofloxacin for plague 

Hello Rebecca, 
  
I just have a couple items for you pertaining to our upcoming submission and 
action items discussed in our December 1, 2010 preNDA meeting. 
  
DSPTP indicated that J&JPRD should submit the manuscript the pediatric dose 
selection (this was a joint collaboration between J&JPRD and FDA during the 
review of the pediatric anthrax sNDAs in 2008) and DSPTP will let J&JPRD know 
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if a final internal J&JPRD report will be needed in the submission. The 
manuscript is attached. Could you please let me know if this is acceptable for the 
submission? 
  
In addition, do you know when we will have clarification on the microbiology 
datasets question (below)?  
  
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain 
confidential or legally privileged information that is intended only 
for the individual or entity named in the e-mail address. If you are 
not the intended recipient, you are hereby notified that any 
disclosure, copying, distribution, or reliance upon the contents of 
this e-mail is strictly prohibited. If you have received this e-mail 
transmission in error, please reply to the sender, so that Johnson 
& Johnson can arrange for proper delivery, and then please delete 
the message from your inbox. Thank you.  
  
From: Gannon, Melissa [PRDUS]  
Sent: Monday, April 25, 2011 11:07 AM 
To: Rebecca.Saville@fda.hhs.gov; Willard, Diana M 
Subject: RE: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
to questions regarding Animal Rule and User Fees regarding 
levofloxacin for plague 
  
Hello Rebecca, 
  
As agreed in our December 1, 2010 preNDA meeting with the Division, the team 
is preparing to send mock data sets and data definition files for the animal 
studies by the beginning of next week. The microbiology team is trying to prepare 
the same but is in need of some clarification on the specific microbiology 
datasets (and from what studies) that are being requested: 
   
If the FDA is only interested in microbiology datasets from the efficacy study 
conducted in African Green Monkeys (FY07-070) then this would consist of 
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bacterial counts from blood samples and target organs from individual monkeys 
in this study.  If the FDA is interested in other microbiology datasets, then these 
could include (i) susceptibility data from MIC endpoint studies performed by 
USAMRIID and HPA in which collections of Y. pestis isolates were tested against 
Levofloxacin, and/or (ii) microbiology endpoint data as included in Natural History 
Studies [Battielle (617-G607610), Lovelace (FY06-126), and USAMRIID] which 
would include bacterial counts from blood samples and/ or target organs  from 
individual monkeys in these studies.  Note that no quantitative microbiology 
endpoint data were collected in the two NIAID-sponsored efficacy studies of 
Levofloxacin conducted in mice so the FDA request for microbiology datasets 
would not apply to these two studies. 
  
Could you please provide us with additional information so that we can prepare 
these data as well? 
Kind regards,  
Melissa  
Melissa L. Gannon  
Director, Global Regulatory Leader for 
Women's Health/Urology/Anti-Infectives/Anti-Fungals  
Established Products  
Johnson & Johnson Pharmaceutical R&D  
920 Route 202 South  
Raritan, NJ  08869  

Phone: (908) 927-2382 
  

Fax: (908) 722-5113  
e-mail: mgannon2@its.jnj.com  

Confidentiality Notice: This e-mail transmission may contain 
confidential or legally privileged information that is intended only 
for the individual or entity named in the e-mail address. If you are 
not the intended recipient, you are hereby notified that any 
disclosure, copying, distribution, or reliance upon the contents of 
this e-mail is strictly prohibited. If you have received this e-mail 
transmission in error, please reply to the sender, so that Johnson 
& Johnson can arrange for proper delivery, and then please delete 
the message from your inbox. Thank you.  
  
From: Willard, Diana M [mailto:Diana.Willard@fda.hhs.gov]  
Sent: Monday, February 07, 2011 12:35 PM 
To: Gannon, Melissa [PRDUS] 
Cc: McKinnon, Rebecca (Saville) 
Subject: NDA 20634/NDA 20635/NDA 21721 for Levaquin 
(levofloxacin) - December 1, 2010 Meeting Minutes and response 
to questions reqarding Animal Rule and User Fees regarding 
levofloxacin for plague 
  
Hi!  Melissa - attached are letters Dr. Albrecht signed this AM 
regarding the above applications and issues in the "Subject" line. 
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Please let me know if  you have any questions. 
  
Regards, 
Diana 
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JANE A DEAN
06/06/2011
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