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From: DeBellas, Carmen 
Sent: Monday, July 16, 2012 3:03 PM 
To: 'Erika Panico' 
Subject: Statistics Request 
Hi Erika, 
 
Can you provide the information or where we can locate the information in the request 
below? 
 
Please provide the formula and explicit derivation of adjusted pulmonary function tests 
(PFTs) in a sample of patients from Study CT02 (i.e. twenty patients)  with discordant 
database and spirometry values of PFT determinants (height, FEV1, FVC, etc.). 
 
 
Thanks, 
Carmen 
 
Carmen DeBellas, PharmD, RPh 
Regulatory Project Manager 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Phone: 301-796-1203 
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NDA 201820 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Chiesi Pharmaceutical, Inc. 
Attention: Erika Panico, RAC (US) 
Vice President & Managing Director  
9605 Medical Center Drive, Suite 380 
Rockville, MD 20850 
 
 
Dear Ms. Panico: 
 
We acknowledge receipt on April 13, 2012, of your April 12, 2012, resubmission of your new 
drug application submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for CHF 1538 (tobramycin 300 mg/4 mL inhalation solution). 
 
We consider this a complete, class 2 response to our August 25, 2011, action letter.  Therefore, 
the user fee goal date is October 13, 2012. 
 
If you have any questions, call Carmen DeBellas, Regulatory Project Manager, at (301) 796-
1203. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Carmen DeBellas, PharmD, RPh 
Regulatory Project Manager 
Division of Anti-Infective Products  
Office of Antimicrobial Products  
Center for Drug Evaluation and Research 
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From: DeBellas, Carmen 
Sent: Thursday, January 26, 2012 7:32 AM 
To: 'Erika Panico' 
Subject: RE: NDA 201820: In vitro protocol feedback 
 
Hi Erika, 
 
All I can say is I am sorry it took so long to get back to you.   This is the 
response from the Device reviewer 
 
I have reviewed the slides and have determined that the proposed in vitro test 
plane is sufficient to address the remaining device-related questions. All 
information discussed will be required (see responses to Questions 5, 6, 8 and 
11). The test methodology and pooling paradigm are appropriate from my point of 
view. 
 
Carmen 
 
 
Carmen DeBellas, PharmD, RPh  
Regulatory Project Manager  
Division of Anti-Infective Products  
Office of Antimicrobial Products  
Center for Drug Evaluation and Research  
Phone: 301-796-1203  
 
 
-------------------------------------------------------------------------------- 
From: Erika Panico [mailto:epanico@chiesiusa.com]  
Sent: Wednesday, January 11, 2012 2:34 PM 
To: DeBellas, Carmen 
Subject: NDA 201820: In vitro protocol feedback 
 
 
  Hi Carmen, 
 
    
 
  Happy New Year! I hope your holidays were good ones. I’ve been emailing eSub 
this week, asking them where we should place the compressor in vitro study 
protocols in the eCTD backbone. It turns out that they want us to submit it to 
the IND instead of the NDA. Are you okay with that? Our IND is paper-based. 
 
    
 
  Any news from Sugato De about whether the information we showed in our slides 
regarding the devices is enough? 
 
    
 
  Thanks, 
 
    
 
  Erika 
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by  during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

If you have any questions regarding this letter, please contact Maureen Dillon-Parker, Chief, 
Project Management Staff, at (301) 796-0706.  For any other issues regarding this NDA, please 
contact Carmen DeBellas, R.Ph., Pharm.D., Regulatory Project Manager, at (301) 796-1203. 
 

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: DeBellas, Carmen 
Sent: Tuesday, August 09, 2011 9:11 AM 
To: 'Susan Gamble' 
Cc: 'Erika Panico' 
Subject: RE: NDA 201820: Clarifications 
 
Hi Susan, 
 
We need two Clarifications: 
 
1. Was the TurboBOY N compressor used only in the CT01/CT02 trials and whether 
both TurboBOY N and S compressors were used in the CT03 trials?  
 
2.What is the difference between the two? 
 
 
  Thanks, 
  Carmen  
  Carmen DeBellas, PharmD, RPh  
  Regulatory Project Manager  
  Division of Anti-Infective Products  
  Office of Antimicrobial Products  
  Center for Drug Evaluation and Research  
  Phone: 301-796-1203  
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From: Gamalo, Mark 
Sent: Tuesday, February 01, 2011 2:13 PM 
To: DeBellas, Carmen 
Subject: RE: Statistical Request 
 
Thanks for all your help, Carmen!  We have them for CT01 and CT02, but CT03 
may take a day or so.  I will let you know when we send them. 
 
  
 
Kind regards, 
 
  
 
Erika 
 
  
 
Erika Panico, RAC (US) 
 
Managing Director 
 
Chiesi Pharmaceuticals Inc. 
 
9605 Medical Center Drive, Suite 380 
 
Rockville, MD 20850 USA 
 
Phone: +1 301 424 2661 x782 
 
Fax: +1 301 424 2924 
 
 
 
Hi Carmen,  
 
I only want the SAS codes for their primary efficacy results found in Section 11.4.1 of CSR for 
Study CT01, CT02, and CT03.  
 
Thanks,  
Mark  
 
_____________________________________________ 
From: DeBellas, Carmen  
Sent: Tuesday, February 01, 2011 2:10 PM 
To: Gamalo, Mark 
Subject: FW: Statistical Request 
 
Hi Mark. 
 

Reference ID: 2899766



The Sponsor called and is a little unclear about the request.  Do you want the SAS 
programs and for which studies? They don't have them for the PK studies. 
 
Carmen 
 
______________________________________________  
From:  DeBellas, Carmen   
Sent: Tuesday, February 01, 2011 11:37 AM 
To: 'Erika Panico' 
Subject: Statistical Request 
 

Hi Erika, 
 
Our statistical reviewer would like you to provide the SAS codes for your primary 
efficacy results. 
 
Thanks, 
 
Carmen 
 
Carmen DeBellas, Pharm D. RPh. 
Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
301-796-1203 
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NDA 201820 
 FILING COMMUNICATION 
 
Chiesi Pharmaceuticals, Inc. 
Attention: Erika Panico, RAC 
Vice President and Managing Director 
9605 Medical Center Drive, Suite 380 
Rockville, MD 20850 
 
 
Dear Ms. Panico: 
 
Please refer to your New Drug Application (NDA) dated October 22, 2010, received October 25, 
2010, submitted under 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for CHF 1538 
(tobramycin 300 mg/4mL inhalation solution). 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is August 26, 
2011. 
 
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, 
midcycle, 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 commitment requests by August 15, 2011. 
 
During our filing review of your application, we identified the following potential review issues: 
 
Chemistry, Manufacturing and Controls: 
 

1. There are significant changes between the clinically tested and to-be-marketed drug 
substance, drug product and the device combination.  At this stage of review, it is unclear 
if the in vitro information provided is sufficient to bridge these multiple changes.  
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3. 

 
4. Please provide the microbiological product quality results of drug product hold time 

studies performed using the commercial processing equipment. 
 
 
If you have not already done so, you must 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.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
Please respond only to the above requests for additional information. While we anticipate that 
any response submitted in a timely manner will be reviewed during this review cycle, such 
review decisions will be made on a case-by-case basis at the time of receipt of the submission. 
 
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. 
 
Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult the Division of 
Anti-Infective and Ophthalmology Products.  Please note that satisfaction of the requirements in 
section 505B of the Act alone may not qualify you for pediatric exclusivity under 505A of the 
Act. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
We note that you have submitted pediatric studies with this application for pediatric patients 6 to 
16.  Once the review of this application is complete we will notify you whether you have 
fulfilled the pediatric study requirement for this age group. 

Reference ID: 2888403
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If you have any questions, call Carmen DeBellas, Regulatory Project Manager, at (301) 796-
1203. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Katherine A. Laessig, MD 
Deputy Director 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: DeBellas, Carmen 
Sent: Wednesday, December 01, 2010 12:47 PM 
To: 'Erika Panico' 
Subject: CMC request changes 

Hi Erika, 

I thought I should send this along since it may save you from doing some extra 
work.  

CMC comment 

Yes, that does change request #2. Comparative data for the  
compressor combination is not necessary now.  

We would still like to get the in vitro delivery data obtained with the clinical device 
combination using the "clinically tested )" drug product. This data 
was probably generated for the EU application. 

 

Hope this lightens the workload. 

 

Carmen 
Carmen DeBellas, Pharm D. RPh. 
Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
301-796-1203 
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NDA 201820 NDA ACKNOWLEDGMENT 
 
Chiesi Pharmaceuticals, Inc. 
Attention: Erica Panico 
Vice President and Managing Director 
9605 Medical Center Dive, Suite 380 
Rockville, Maryland 20850 
 
 
Dear Ms. Panico: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: CHF 1538 (Tobramycin 300 mg/4 mL Inhalation Solution) 
 
Date of Application: October 22, 2010 
 
Date of Receipt: October 25, 2010 
 
Our Reference Number:  NDA 201820 
 
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 24, 2010 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. 
 
The NDA number provided above should be cited 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 and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

Reference ID: 2858730
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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, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, call Kyong Hyon, Regulatory Project Manager, at (301) 796-0734. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Frances V. LeSane 
Chief, Project Management Staff 

                                                            Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 

         Center for Drug Evaluation and Research 
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NDA 201820 NDA ACKNOWLEDGMENT 
 
Chiesi Pharmaceuticals, Inc. 
Attention: Erica Panico 
Vice President and Managing Director 
9605 Medical Center Dive, Suite 380 
Rockville, Maryland 20850 
 
 
Dear Ms. Panico: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: CHF 1538 (Tobramycin 300 mg/4 mL Inhalation Solution) 
 
Date of Application: October 22, 2010 
 
Date of Receipt: October 25, 2010 
 
Our Reference Number:  NDA 201820 
 
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 24, 2010 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. 
 
The NDA number provided above should be cited 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 and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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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, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, call Carmen DeBellas, Regulatory Project Manager, at (301) 796-
1203. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Carmen DeBellas 
Regulatory Project Management Staff 

                                                            Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 

         Center for Drug Evaluation and Research 
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