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NDA 202450 
Aclidinium Bromide 
Forest Laboratories 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated, June 23, 2011, for aclidinium bromide is currently under 
review. We are providing additional labeling comments. Submit revised labeling 
incorporating the changes shown in the attached marked up label via email to 
Sadaf.Nabavian@fda.hhs.gov by the close of business on July 19, 2012.  Please note that 
we may have additional labeling comments as we continue the review of your 
application. The email should be followed by an official submission to the NDA.  
 
If there are any questions, contact Sadaf Nabavian, Regulatory Management Officer at 
301-796-2777. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated, June 23, 2011, for aclidinium bromide is currently under 
review. We are providing additional preliminary labeling comments. Submit revised 
labeling incorporating the changes shown in the attached marked up label via email to 
Sadaf.Nabavian@fda.hhs.gov by the close of business on July 18, 2012.  Please note that 
we may have additional labeling comments as we continue the review of your 
application.The email should be followed by an official submission to the NDA.  
 
If there are any questions, contact Sadaf Nabavian, Regulatory Management Officer at 
301-796-2777. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated, June 23, 2011, for aclidinium bromide is currently under 
review. In addition to our comment listed below, we also proposed insertions 
(underlined) and deletions (strike-out) in the attached documents. These comments are 
not all-inclusive and we may have additional comments and/or requests as we continue 
our review of the label. 
 
Submit revised labeling incorporating the changes shown in the attached marked up label 
and our comment noted below, via email to Sadaf.Nabavian@fda.hhs.gov by the close of 
business on Friday, July 13, 2012. The email should be followed by an official 
submission to the NDA. If there are any questions, contact Sadaf Nabavian, Regulatory 
Management Officer at 301-796-2777. 
 

A. The following comment pertain to the  Instructions for Use (IFU) Labeling 
 

1. To improve legibility and readability, change the color of the borders 
for the boxed figures, check marks, and “X” marks to black in Figures 
B-P. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
Date: June 4, 2012, 2012  

To: Dr. Amjad Iqbal 
Associate Director 

 From: Angela Ramsey 
Project Coordinator 

Company: Forest Labs  Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: 631-858-7921  Fax number: 301-796-9728 

Phone number: 201-386-2117  Phone number: 301-796-2284 

Subject:  NDA 202450 Aclidinium Bromide labeling fax# 2 

Total no. of pages including cover:  

Comments:   

 
 

Document to be mailed:   YES  XNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at  
(301) 827-1050.  Thank you. 
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NDA 202450 
 
Your NDA submission dated, June 23, 2011, for aclidinium bromide is currently under 
review, and we have a request for labeling revisions. The FDA-proposed insertions are 
underlined and deletions are in strike-out. These comments are not all-inclusive and we 
may have additional comments and/or requests as we continue our review of the label. 
  
Submit revised labeling incorporating the changes shown in the attached marked up label 
for the Package Insert via email to angela.ramsey@fda.hhs.gov  by June 11, 2012. The 
email should be followed by an official submission to the NDA. 
 
If there are any questions, contact Angela Ramsey, Senior Regulatory Management 
Officer at 301-796-2284. 
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NDA 202-450 
Page 2 
 
 

 

3. Provide a written commitment and timeline (e.g. timeframe for completion and regulatory 
submission) to re-evaluate the aerodynamic particle size distribution specification for the 
drug product after you have accumulated sufficient batch data (e.g., 15 batches). 

 

If you have any questions, contact Youbang Liu, Regulatory Project Manager, at (301) 796-
1926. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
Date: March 30, 2012  

To: Dr. Amjad Iqbal 
Associate Director 

 From: Angela Ramsey 
Project Coordinator 

Company: Forest Labs  Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: 631-858-7921  Fax number: 301-796-9728 

Phone number: 201-386-2117  Phone number: 301-796-2284 

Subject:  NDA 202450 Aclidinium Bromide labeling fax# 1 

Total no. of pages including cover:  

Comments:   

 
 

Document to be mailed:   YES  XNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at  
(301) 827-1050.  Thank you. 
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NDA 202450 
 
Your NDA submission dated, June 23, 2011, for aclidinium bromide is currently under 
review. Comments relating to specific sections can be found below. These comments are 
not all-inclusive and we may have additional comments and/or requests as we continue 
our review of the label. 
  
A. Package Insert Labeling 
 
1) General 
 

a) Update the tradename throughout the document. 
 
b) Remove all trailing zeros except for where necessary to demonstrate the level of 

precision of the value being reported. 
 
c) Revise the labeling to replace the symbols <, ≤, >, ≥, with text. 
 
d) When presenting numbers with symbols or units, insert a space between the 

number and the symbol, or unit, to provide better readability (e.g., “2 L” instead 
of “2L”). 

 
e) Add a unit of measure immediately following all numbers, as appropriate (e.g. 

“doses of 4.8 mg/kg/day and 3.6 mg/kg/day” instead of “doses of up to 4.8 and 
3.6 mg/kg/day”). 

 
f) Keep numbers next to units or symbols within the same line of text. 

 
g) Revise numbers greater or equal to 1,000 so that a comma is included (e.g. 6,000 

instead of 6000). 
 

2) Section 6.1 
 

a) Provide a reference for the baseline mean FEV1 of 48% (e.g., table number, 
submission date) so we may confirm this number. 

 
b) Provide a summary of the long-term safety data where indicated. 
 

3) Section 10.1 
 

a) The reference provided in the annotated label states that there were  healthy 
human subjects, not 6.  Clarify the discrepancy. 

 
4) Section 12:2 
 

Reference ID: 3109271

(b) 
(4)



a) The “N” values provided here for the Holter monitoring subgroup differ from 
those reported in the table referenced by the annotated label. Clarify the 
discrepancy. 

 
5) Section 14.1 
 

a) Insert demographic data for the ITT population where indicated in the first 
paragraph. 

 
B. All Device Labels, Carton Labeling, Early Experience Program Professional Sample 
Labeling, and Pouch Labeling 
 

1. Minimize the graphic located to the right of the proprietary name so it does not 
distract from the prominence of the proprietary name. 

 
 
C. Professional Samples and Trade Device Labels 
 

1. Increase the prominence of the established name to be in accordance with 21 CFR 
201.10(g)(2).  Ensure the established name has prominence commensurate with 
the proprietary name taking into account all pertinent factors including 
typography, layout, contrast and other printing features. 

 
2. Revise the strength statement to state 400 mcg per actuation and increase the font 

sizes for increased prominence. 
 

3. Relocate the route of administration statement “For Oral Inhalation” to appear 
below the statement of strength. 

 
4. Debold the “Rx Only” statement so it is less prominent. 

 
D. Professional Sample Device Label. 
 

1. Debold the font for “Professional Sample Not for Sale” so it is less prominent. 
 

E. Demonstration Inhaler Device Label 
 

1. Replace the name device name with the statement “Demonstration Inhaler for 
”  We recommend using a larger font size for the words “Demonstration 

Inhaler” and a smaller font size for the words “for  
 
2. Bold and change the font for the statements “INHALER FOR 

DEMONSTRATION…,” “NOT FOR TEHRAPEUTIC…,” and “CONTAINS 
NO MEDICINE…” from all uppercase (INHALER FOR 
DEMONSTRATION…) to title case (Inhaler for Demonstration…) to improve 
readability. 
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3. Clearly identify the demonstration inhaler as a demonstration device or trainer by 
increasing the prominence of the statement “Inhaler for Demonstration Purposes 
Only.”  To increase the prominence, we recommend placing a box around the 
statement and increasing the sizes of the statement within this box. 

 
4. In order to increase differentiation between the demonstration inhaler and a 

medicine containing device, remove the graphic located to the right of the 
proprietary name. 

 
F. Professional Samples Carton Labeling, Trade Carton Labeling and EEP (Early 
Experience Program) Professional Sample Labeling (tray, sleeve, and carton) 
 

1. See comments C1 to C4 above. 
 
2. Revise and bold the statement  

 to read “Discard Tradename inhaler 45 days after 
opening the pouch…” for clarity and increased prominence. 

 
3. Debold the statement “See Package Insert…Instructions for Use.” 

 
G. Professional Samples Carton Labeling, EEP Professional Sample Sleeve, and EEP 
Sample Carton Labeling 
 

4. See comment D above. 
 
H. Aluminum Pouch Labeling (Professional Samples and Trade) 
 

1. See comments C1 to C4 and F2 to F3 above. 
 
2. Relocate the discard statement above the storage statement so that it immediately 

follows the statement to keep the inhaler inside the sealed pouch until the 
administration period starts.  This will allow related information to read 
sequentially. 

 
I. EEP Professional Sample Sleeve and Sample Carton Labeling 
 

1. See comments C1 to C4, F2 to F3, and H2 above. 
 
2. Identify where the expiration date and lot number will be printed on the sleeve 

and sample package labeling. 
 
J. Demonstration Inhaler Carton and Aluminum Pouch Labeling 
 

1. See comments E1 to E4 above. 
 
 

Reference ID: 3109271
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Submit revised labeling incorporating the changes shown in the attached marked up label 
for the Package Insert via email to angela.ramsey@fda.hhs.gov  by April 6, 2012. The 
email should be followed by an official submission to the NDA. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202450  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, New Jersey 07311 
 
ATTENTION: Amjad M. Iqbal, PharmD 
                        Associate Director, Regulatory Affairs 
 
Dear Dr.Iqbal: 
 
Please refer to your June 23, 2011, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for aclidinium bromide inhalation powder. 
 
On March 15, 2012, we received your March 14, 2012, unsolicited major amendment to this 
application.  The receipt date is within three months of the user fee goal date.  Therefore, we are 
extending the goal date by three months to provide time for a full review of the submission.  The 
extended user fee goal date is July 23, 2012. 
 
In addition, in accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS 
AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012,” the timeline for 
communicating labeling changes and/or postmarketing requirements/commitments, provided in 
our September 2, 2011, filing communication letter, no longer applies and no new timeline will 
be provided. 
 
If you have any questions, call Angela Ramsey, Senior Regulatory Project Manager at (301) 796-
2284. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ladan Jafari 
Chief, Project Management Staff 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3103339
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202450 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention:  Blake Burrell, M.S. RAC 
 Senior Manager, Regulatory Affairs-CMC 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
 
Dear Mr. Burrell: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Aclidinium Bromide, Inhalation Powder. 
 
We are reviewing the CMC section of your submission and have the following comments and 
information requests.  We request a prompt written response (preferably by March 12, 2012) in 
order to continue our evaluation of your NDA. 
 

1. Revise your drug product aerodynamic particle size distribution (APSD) specification to 
tighten the ranges of acceptance criteria for Stage Groups 1 – 3 and Fine Particle Dose for 
individual determinations as follows.  

• Individual Group 1:  µg; 
• Individual Group 2:  µg; 
• Individual Group 3:  µg; 
• Individual Fine Particle Dose:  µg. 

The above ranges are based on our analysis for the APSD data for the full scale clinical 
and stability batches DPI028 (release), DPI047, DPI048, and DPI049 (release and 
stability) provided in the NDA. Note that accelerated stability data were not and should 
not be used in deriving acceptance criteria for the APSD specification.  
 

2. We recommend that, instead of setting acceptance criteria for Total Sum (individual and 
mean) in the drug product specification, you include a relevant run qualification test for 
Individual Mass Balance of the total labeled (emitted) dose in your analytical methods for 
aerodynamic particle size assessment. If the run qualification criterion is not met during 
the analytical run, an investigation of the failure should be performed under your quality 
system. Revise the drug product specification and the APSD analytical methods 
accordingly. 

 
3. Patient use of the drug product should be limited to your labeled number of doses (sixty 

doses). Therefore, the inhaler should be discarded when “0” (zero) appears in the dose 

Reference ID: 3096001
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NDA 202450 
Page 2 
 
 

 

indicator. However, since the markings “10” and “0” show simultaneously in the dose 
indicator after 60 doses, it may be confusing to the patients how many doses are left. We 
suggest that you omit the “10” marking on the counter ring and fill the space by 
expanding the current red markings, or you may propose an alternative adequate solution. 

 
4. Provide an explanation for, and resolve the following discrepancy.  The calculation of 

minimum and maximum limits of cartridge weight for in-process testing (Step 2 under 
“Assembly” Section, Page 3 of 53) in the Master Batch Record resubmitted for the drug 
product does not appear to support the cartridge fill weight limits set in the drug product 
specification and is not consistent with the calculation used in the executed batch records.  

 
If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII  
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
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 202450 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, New Jersey 07311 
 
ATTENTION:   Amjad M. Iqbal, PharmD 
     Associate Director, Regulatory Affairs 
 
 
Dear Dr. Iqbal: 

Please refer to your New Drug Application (NDA) dated June 23, 2011, received June 23, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Aclidinium 
Bromide Powder for Oral Inhalation, 400 mcg per actuation. 

We also refer to your December 1, 2011, correspondence, received December 1, 2011, requesting 
review of your proposed proprietary name, Tudorza Pressair.  We have completed our review of the 
proposed proprietary name and have concluded that it is acceptable.  

The proposed proprietary name, Tudorza Pressair, will be re-reviewed 90 days prior to the approval 
of the marketing application. If we find the name unacceptable following the re-review, we will 
notify you. 

If any of the proposed product characteristics as stated in your December 1, 2011, submission are 
altered prior to approval of the marketing application, the proprietary name should be resubmitted 
for review.  

If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this 
application contact the Office of New Drugs (OND) Regulatory Project Manager, Sadaf Nabavian, 
at (301) 796-2777.   
 

Sincerely, 
 
{See appended electronic signature page}  

       
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

Reference ID: 3090282
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202450 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention: Amjad M. Iqbal, Pharm.D. 

Associate Director, Regulatory Affairs 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
 
Dear Dr. Iqbal: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Aclidinium Bromide, Inhalation Powder. 
 
We are reviewing the CMC section of your submission and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

1. You have proposed different acceptance criteria for individual values of dose content 
uniformity testing for batch release and stability in Table 3.2.P.5.1-2.  Batch release 
criteria may be applied as in- house specifications, however, there should be only one set 
of regulatory specifications which would be in effect from release through the end of the 
shelf life of the product.  Based on your data, the proposed acceptance criteria currently 
set for release only in Table 3.2.P.5.1-2 should apply to both product release and stability.   

   
2. Your analytical methods for dose content uniformity and aerodynamic particle size 

distribution (APSD) evaluate the Dose 60+X, the last dose before device lockout, for 
each inhaler besides Dose 1 and Dose 30. This has provided valuable characterization 
data to assess dose content uniformity and aerodynamic particle size distribution 
throughout the inhaler life stages. However, for routine quality control of commercial 
batches, revise the methods to define the end dose as Dose 60, which is your labeled total 
number of doses, to ensure that consistent analytical methods apply to each tested inhaler. 
Revise the methods PRD-TM-ANL-00484, PRD-TM-ANL-00482, and PRD-TM-ANL-
00412 accordingly. 

 
3. Revise the APSD specification for the drug product to specify which (beginning, middle 

or end) mean values should meet the acceptance criteria set for the different groupings 
and fine particle dose. It is our understanding that you intend to set acceptance criteria for 
the three individual mean values for the three life stages of five inhalers to be tested, i.e., 
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If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII  
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: February 7, 2012   

To: Dr. Amjad Iqbal 
Associate Director 

 From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy and 
Rheumatology Products 

Fax number: 631-858-7921   Fax number: 301-796-9728 

Phone number: 201-386-2117   Phone number: 301-796-2300 

Subject:  NDA 202-450; Nonclinical Information Request 

Total no. of pages including 
cover: 

3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the following 
comments and requests for information: 
 

• For extractables listed in Table 3.2.P.2.4.1.10-1 [Source: Section 3.2.P.2.4, pg. 
89-90], states that the Acceptable Daily Intakes (ADIs) based on 60 kg body 
weight were computed based on literature data. Provide detailed toxicological 
assessments and literature references that were used to determine the ADI for 
each extractable.  If you already included this information in your submission, 
provide the specific location in the submission that contains the above 
information.   

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Tuesday, February 14, 2012. Your responses will 
subsequently need to be submitted officially to the NDA. If you have any questions, please 
contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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From: Rashid, Nichelle E 
Sent: Wednesday, November 23, 2011 8:40 AM 
To: 'Iqbal, Amjad' 
Cc: Rashid, Nichelle E 
Subject: RE: Aclidinium NDA 202450 
 
Good Morning Mr. Iqbal, 
 
That is correct. 
 
Thanks, 
 
Nichelle E. Rashid  
Senior Safety Regulatory Project Manager  
 
 
 
 
 
-------------------------------------------------------------------------------- 
From: Iqbal, Amjad [mailto:Amjad.Iqbal@frx.com]  
Sent: Tuesday, November 22, 2011 1:22 PM 
To: Rashid, Nichelle E 
Subject: Aclidinium NDA 202450 
 
 
Dear Ms. Rashid, 
 
  
 
Thank for you calling me back regarding my question pertaining to the proposed 
tradename, , for the Aclidinium NDA 202450. 
 
  
 
I wanted to confirm with you that, as per your voicemail of November 16, 2011, 
the Proprietary Name Request Unacceptable Letter from DMEPA dated November 14, 
2011, was specifically an objection to the  

 
 
  
 
Kindest regards, 
 
  
 
Amjad  
 
  
 
_____________________________ 
 
Amjad Iqbal, Pharm.D.  
Associate Director, Regulatory Affairs  
Forest Research Institute  
Harborside Financial Center  
Plaza V, Suite 1900  

Reference ID: 3083822
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Jersey City, NJ 07311  
USA  
201-386-2117  
201-524-9711 (fax)  
amjad.iqbal@frx.com  
 
  
 
  
 
  
 
 
-------------------------------------------------------------------------------- 
This e-mail and its attachments may contain Forest Laboratories, Inc. 
proprietary information that is privileged, confidential or subject to copyright 
belonging to Forest Laboratories, Inc. This e-mail is intended solely for the 
use of the individual or entity to which it is addressed. If you are not the 
intended recipient of this e-mail, or the employee or agent responsible for 
delivering this e-mail to the intended recipient, you are hereby notified that 
any dissemination, distribution, copying or action taken in relation to the 
contents of and attachments to this e-mail is strictly prohibited and may be 
unlawful. If you have received this e-mail in error, please notify the sender 
immediately and permanently delete the original and any copy of this e-mail and 
any printout. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: February 06, 2012   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; Clinical Information Request 

Total no. of pages including 
cover:  3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the 
following comments and requests for information. 
 

 We have some concerns regarding discrepancies between the presentation of data 
in your Advisory Committee Briefing Document and the presentation in your  
NDA submission.   In a number of instances you have chosen to present your 
safety data in a substantially different format from that submitted previously for 
our review.  For example, we note your choice to present only Serious Events for 
the MACE analysis and Cardiac SMQ analysis, which differs from the 
presentation in the original Integrated Summary of Safety and subsequent 
amendments.  We request clarification of the following: 

 
1. On page 103 of the Briefing Document, you report n=23 (5.1%) for the 

overall incidence of non-fatal SAEs among patients treated with 200 μg 
BID in the Long-term Safety trials.  These data differ from those listed in 
your January 6, 2012, submission (n=26, 5.8%).   

 
2. On page 103 of the Briefing Document, you report n=24 and n=25 for the 

incidence of non-fatal SAEs among patients treated with 400 μg BID in 
the Double-blind Long-term safety and Open-label Long-term Safety 
trials, respectively.  In your January 6, 2012, submission you report n=57 
for patients treated with 400 μg BID in the Long-Term Safety trials 
(Double-blind and Open-label combined).   

 
3. On page 98 of the Briefing Document, you list “Non-CV” as the 

adjudication result for Patient 135438005, however, in your original 
submission dated June 23, 2011, you have listed “Insufficient Data” for 
the adjudication result. 

 
4. On page 99 of the Briefing Document, you list “Non-CV” as the 

adjudication result for Patient 114133006.  This is consistent with your 
original submission dated June 23, 2011, (“Non-CV”) but different from a 
subsequent submission dated October 21, 2011, which lists “Insufficient 
Data.” 

 
5. Clarify the following statement, “A total of 8 deaths in the Safety 

Population (occurring more than 30 days after stopping investigational 
product) were reported: 4 deaths in the BID studies (1 [aclidinium 
bromide 200 μg], 3 [aclidinium bromide 400 μg])…” (page 96) by 
providing the patient ID numbers for these deaths. 

 
6. On page 98 of the Briefing Document, you list 23 days as the duration of 

duration for patient 114233015, which is consistent with your submission  

 1
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Forest Laboratories, Inc. 
 
 

 
dated June 23, 2011, but differs from your recent submission dated 
January 6, 2012.   

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Monday, February 13, 2012.Your responses will 
subsequently need to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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Drafted By: SNabavian/02.06.12 
 
Cleared By: LJafari/02.06.2012 
                    
Finalized By: SNabavian/02.06.2012 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
 DATE: 01-17-2012  

To:  Dr. Amjad Iqbal 
Associate Director 

 From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 631-858-7921   Fax number: 301-796-9728 

Phone number: 201-386-2117   Phone number: 301-796-2300 

Subject:  NDA 202450; Statistical Information Request 

Total no. of pages including cover: 3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 

Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the following 
comments and requests for information: 
 

1. We were not able to replicate the results from the analyses of rate of exacerbations 
[Source: Section 5.3.5.3.27, pg. 108-109 (Table 3.2.1.9-1)]. Results from our analyses of 
the rate of exacerbations are presented in Table 1 below. Explain the difference and how 
you arrived with your results.  

 
Table 1: Reviewer’s Exploratory Analysis of COPD exacerbations in three efficacy studies  

 Observed Data Estimate Rate Treatment Comparison 

Treatment 

N (%) of 
Subject 

with ≥1 
exac. 

Total 
Number 
of exac. 

Total 
Exposure 

(years) 

Rate 
per 

year 
Rate 95%CI 

Rate 
Ratio 

95%CI 
Nomi
nal p-
value 

Study M33 (week 12) - All Exacerbations (eCRF) 

Placebo (185) 22 (12) 22 38.4 0.57 0.59 (0.44, 0.80) -- -- -- 
AB200 (184) 16 (9) 20 38.7 0.52 0.52 (0.38, 0.71) 0.87 (0.56, 1.36) 0.551 
AB400 (190) 12 (6) 13 40.6 0.32 0.33 (0.22, 0.49) 0.56 (0.34, 0.92) 0.023 
Study M38a (week 12)- All Exacerbations (eCRF) 

Placebo (182) 19 (10) 20 38.7 0.52 0.52 (0.38, 0.72) -- -- -- 
AB200 (182) 14 (8) 15 38.8 0.39 0.38 (0.26, 0.55) 0.73 (0.45, 1.19) 0.213 
AB400 (177) 19 (11) 21 37.6 0.56 0.53 (0.38, 0.72) 1.01 (0.64, 1.58) 0.973 
Study M34 (week 24) - All Exacerbations (eCRF) 

Placebo (273) 56 (21) 62 113.5 0.55 0.59 (0.48, 0.74) -- -- -- 
AB200 (277) 44 (16) 48 121.7 0.39 0.43 (0.33, 0.55) 0.72 (0.52, 0.99) 0.047 
AB400 (269) 38 (14) 45 120.1 0.37 0.40 (0.31, 0.52) 0.68 (0.49, 0.94) 0.021 
Study M34 (week 24) - All Exacerbation (EXACT-PRO) 

Placebo (273) 100 (37) 148 113.5 1.30 1.38 (1.15, 1.66) -- -- -- 
AB200 (277) 83 (30) 115 121.7 0.94 1.00 (0.81, 1.23) 0.72 (0.55, 0.94) 0.017 
AB400 (269) 78 (29) 111 120.1 0.92 0.98 (0.79, 1.21) 0.71 (0.54, 0.93) 0.012 
Study M33 - Moderate or Severe Exacerbation (eCRF) 

Placebo (185) 16 (9) 16 38.4 0.42 0.43 (0.31, 0.58) -- -- -- 
AB200 (184) 12 (7) 12 38.7 0.31 0.32 (0.22, 0.45) 0.74 (0.46, 1.19) 0.217 
AB400 (190) 11 (6) 11 40.6 0.27 0.28 (0.19, 0.41) 0.66 (0.41, 1.06) 0.086 
Study M38a - Moderate or Severe Exacerbation (eCRF) 

Placebo (182) 19 (10) 19 38.7 0.49 0.50 (0.37, 0.68) -- -- -- 
AB200 (182) 11 (6) 11 38.8 0.28 0.28 (0.19, 0.42) 0.57 (0.34, 0.93) 0.026 
AB400 (177) 16 (9) 16 37.6 0.43 0.41 (0.29, 0.57) 0.81 (0.51, 1.28) 0.365 
Study M34 (week 24) - Moderate or Severe Exacerbation (eCRF) 

Placebo (273) 43 (16) 47 113.5 0.41 0.46 (0.37, 0.58) -- -- -- 
AB200 (277) 35 (13) 38 121.7 0.31 0.34 (0.26, 0.44) 0.74 (0.53, 1.04) 0.084 
AB400 (269) 33 (12) 38 120.1 0.32 0.34 (0.26, 0.44) 0.74 (0.53, 1.04) 0.084 
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2. Provide the number needed to treat (NNT) over one year to prevent one COPD 
exacerbation with 95% confidence interval and include these numbers in the Table.  

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Thursday, January 19, 2012 .Your responses will 
subsequently need to be submitted officially to the NDA. If you have any questions, please 
contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202450 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Forest Laboratories 
Attention: Amjad M. Iqbai 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NY 07311 
 
 
Dear Amjad M. Iqbai: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Aclidinium Bromide dry Powder Inhaler, 400 mcg 
and to our 12/21/2011, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on 1/11/2012, of the sample materials and documentation that you sent 
to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3813), FAX (314-539-2113), 
or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 11, 2012   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; OSE  Information Request 

Total no. of pages including 
cover:  

3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 

Reference ID: 3070172



NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the 
following requests for information: 
 

1. What is the difference between the EEP Professional Samples (60 actuations) and 
the other Professional Samples (30 actuations) other than the number of 
actuations?  Do you anticipate different distribution channels for the two different 
professional samples?  If so,  provide details.    

 
2. Provide rationale as to why two types of professional samples are required. 

 
3. Clarify what is included in the EEP "Kit" other than the 60 actuation inhaler. 

 
4. Will the "Patient Information Instructions for Use Booklet" be packaged in trade 

cartons, professional sample cartons, and EEP cartons? 
 

5. Clarify the difference between the two EEP carton labeling (carton and outer 
carton). 

 
6.  Provide two samples each of the various packaging configurations (trade, 

professional sample, and EEP sample) including all carton labeling and co-
packaged materials. 

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Wednesday, January 18, 2012 .Your responses 
will subsequently need to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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Drafted By: SNabavian/01.11.12 
 
Cleared By: LJafari/01.11.12 
                    
Finalized By: SNabavian/01.11.12 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 04, 2012   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; Clinical Information Request 

Total no. of pages including 
cover:  

4 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 202450 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Forest Laboratories 
Attention: Amjad M. Iqbai 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NY 07311 
 
 
Dear Amjad M. Iqbai: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Aclidinium bromide dry powder inhaler, 400 mcg.  
 
We will be performing methods validation studies on Aclidinium bromide dry powder inhaler, 
400 mcg, as described in NDA 202450 
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 
 Current version of methods; 

1.PRD-TM-ANL-00482  Aerodynamic Particle Assessment of Aclidinium Bromide 
(LAS 34273) Contained in LAS 34273 Powder for Inhalation, 400 μg/dose 

2.PRD-TM-ANL-00484  Dose Content Uniformity Determination for Aclidinium 
Bromide (LAS 34273) Contained in LAS 34273 Powder for Inhalation, 400 μg/dose 

 
Standards and Samples 
1000 mg Aclidinium Bromide Reference Standard 
50 Aclidinium Bromide Dry Powder Inhalers 
 
Equipment (The Dose Collection Apparatus, adaptors and HPLC columns will be 
returned) 

 

Reference ID: 3062560
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NDA 202450 
Page 2 
 
Please include the MSDSs and Certificates of Analysis for the samples and standards. 
 
Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: James F. Allgire 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3813), FAX (314-539-2113), or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: December 05, 2011   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; Clinical Information Request 

Total no. of pages including 
cover:  16 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the 
following comments and requests for information: 
 
Provide the tables outlined below, noting the following: 
 

 The term “BID Long-Term Safety Trials” refers only to patients enrolled in Trials 
LAS-MD-35, LAS-MD 36, and LAS-MD-38 Part B, i.e., patients who were in the 
lead-in trials (LAS-MD-33 or LAS-MD-38 Part A) but who did not roll over into 
the extension trials (LAS-36 or LAS-MD-38 Part B) should be excluded from the 
“BID Long-Term Safety Trials” pooled group.   

 
 Provide the derivation of “N” for each treatment group (200 μg and 400 μg) 

comprising the “BID Long-Term Safety Trials” pooled group (i.e., explain the 
number of patients that each individual trial contributes to the overall pooled 
group).  Indicate the number of patients included in each treatment arm (200 μg 
and 400 μg) who previously received an alternative treatment (i.e., placebo or 200 
ug) during participation in a lead-in trial.  

 
 When reporting events for the pooled group “BID Long-Term Safety Trials,” 

report only those events taking place during Trials LAS-MD-35, LAS-MD-36, 
and LAS-MD-38 Part B.  For example, if a patient enrolled in Trial LAS-MD-33 
who subsequently enrolls in Trial LAS-MD-36 experiences a nonfatal SAE while 
in Trial LAS-MD-33, that event should be reported for BID Group 1A, but not for 
the “BID Long-Term Safety Trials” pooled group.   
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Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Monday, December 12, 2011 .Your responses will 
subsequently need to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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Patwardhan, Swati 

From: Patwardhan, Swati

Sent: Monday, November 21, 2011 10:43 AM

To: 'Watts, Jane'

Cc: Iqbal, Amjad; Burrell, Blake

Subject: RE: NDA 202-450-IR

Page 1 of 1

11/21/2011

Dear Ms. Watts, 
We are reviewing microbiology section of your pending application NDA 202-450 and have 
following information request. 

Provide the results of verification studies for the microbial enumeration tests demonstrating 
that the proposed methods are suitable for use with the drug product 

Please acknowledge the receipt and provide a response by December 5, 2011. In addition a 
response via email to me will help expedite the review process. 
  
Let me know if you have any question or concern. 
  
Thank you 
  
Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202450 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, New Jersey 07311 
 
ATTENTION:  Amjad M. Iqbal, PharmD 

  Associate Director, Regulatory Affairs 
 
 
Dear Dr. Iqbal: 
 
Please refer to your New Drug Application (NDA) dated June 23, 2011, received June 23, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Aclidinium Bromide 
for Inhalation, 400 mcg per actuation. 
 
We also refer to your August 17, 2011, correspondence, received August 17, 2011, requesting review of 
your proposed proprietary name, .  We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons: 
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We note that you have not proposed an alternate proprietary name for review.  If you intend to have a 
proprietary name for this product, we recommend that you submit a new request for a proposed 
proprietary name review.  (See the Guidance for Industry, Contents of a Complete Submission for the 
Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075
068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 
2012”.) 
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If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Sadaf Nabavian, (301) 796-2777.   
 

Sincerely, 
 

      {See appended electronic signature page}   
      

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 

 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: November 01, 2011   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; Statistical Information Request 

Total no. of pages including 
cover:  

3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the 
following comment and requests for information: 
 

• We are unable to replicate the results presented in table 3.2.1.9-1 of the Integrated 
Summary of Efficacy (ISE).   Explain the model used to analyze the data, and 
submit the SAS code used to generate the results. In addition, submit the SAS 
dataset name and variable names that were used in the analysis. 

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Monday, November 07, 2011 .Your responses 
will subsequently need to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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Drafted By: SNabavian/11.01.2011 
 
Cleared By: LJafari/11.01.2011 
                    
Finalized By: SNabavian/11.01.2011 
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Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 

 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: October 25, 2011   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 
Regulatory Project Manager 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; Clinical Information Request 

Total no. of pages including 
cover:  3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 
Dear Dr. Iqbal: 
 
Your NDA submission dated June 23, 2011, is currently under review and we have the 
following comment and requests for information: 
 

• We note that in the ISS, BID Group 1B is having N=568 patients who were 
treated with 200 μg and N=1005 patients who were treated with 400 μg.  Provide 
the origin for these two numbers (i.e. how many unique patients come from each 
of the trials, by treatment group, comprising BID Group 1B).  Provide the same 
information with any additional submissions including data on BID Group 1B. 

 
Submit your responses to me via telephone facsimile to 301-796-2777 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Monday, October 31, 2011 .Your responses will 
subsequently need to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202450 INFORMATION REQUEST 
 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza Five, Suite 1900 
Jersey City, NJ 07311 
 
Attention:  Amjad M. Iqbal, Pharm.D. 

Associate Director, Regulatory Affairs 
 
Dear Dr. Iqbal: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for aclidinium bromide Inhalation Powder. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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searching available documentation to determine which NDAs are impacted by the above 
findings. 
 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas 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, call Christine Chung, Regulatory Project Manager, at (301) 796-3420. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sandy Barnes 
Chief, Project Management Staff 
Division of Pulmonary, Allergy, and Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 

 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: September 12, 2011   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; DSI Information Request(2) 

Total no. of pages including 
cover:  

3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
Your submission dated August 29, 2011, to NDA 202450, is currently under review and 
we have the following request for information: 
 

1. Submit amended patient data listings for Study M-34273-34. Following the 
format similar to Study 33 and Study 38A, provide patient disposition of the 
randomized population in Study M-34273-34. If submitted recently, identify the 
location of the information mentioned above. 

 
Submit your responses to me via telephone facsimile to 301-796-2777 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Wednesday, September 14, 2011 .Your responses 
will subsequently needs to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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         TPurohit-Sheth/ 
                    
Finalized By: SNabavian/ 

Reference ID: 3013575



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

SADAF NABAVIAN
09/12/2011

Reference ID: 3013575



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202-450  
 FILING COMMUNICATION 
 
 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
Attention:   Amjad M. Iqbal, Pharm.D. 
                   Associate Director, Regulatory Affairs 
 
Dear Dr. Iqbal: 
 
Please refer to your New Drug Application (NDA) dated June 23, 2011, received, June 23, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for aclidinium 
bromide Inhalation Powder 
 
We also refer to your amendments dated August 11, 17, and 29, 2011. 
 
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 April 23, 
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 commitment requests by March 22, 2012. 
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During our filing review of your application, we identified the following potential review issues: 
 
Clinical 
 

1. As stated in the pre-NDA meeting responses dated February 25, 2011, adequate safety 
data to support the application is expected at the time of NDA filing. We will not be able 
to conduct a substantive review of information submitted at the 120-day safety update; as 
a result, this additional data has limited capacity to support a regulatory action. In 
general, we note that long-term exposure to the proposed 400 mcg BID dose of 
aclidinium is relatively small. The adequacy of the safety data to support the safety of 
your product will be a review issue and may impact approvability of the proposed 
product. 

 
2. We note your proposal to include results from Trial LAS-MD-26 in the label.  

 
 
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 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 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 also request that you submit the following information: 
 
CMC 
 

1. Clarify what acceptance and release testing you will routinely perform on receipt of 
the drug substance and the lactose excipient. 
 

2. Provide full drug substance specifications to the NDA (i.e. a list of tests, acceptance 
criteria and analytical procedures), and validation data for the analytical methods 
for the drug substance, since you need to be able to periodically verify the 
information on the certificates of analysis for the drug substance. 

 
3. Provide full excipient (lactose monohydrate) specifications to the NDA (i.e. a list of 

tests, acceptance criteria and analytical procedures), and validation data for the 
analytical methods for the excipient, since you need to be able to periodically verify 
the information on the certificates of analysis. 

 
4. Provide drug product characterization data to demonstrate the effect on the 

performance (e.g., emitted dose, aerodynamic particle size distribution) of the drug 
product if the device is horizontal but inverted. 

 
5. Provide a statement that all drug substance facilities are ready for GMP inspection. 
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6. As part of your request for a categorical exclusion, provide a statement pertaining 
to extraordinary circumstances pursuant to 21 CFR 25.15. Extraordinary 
circumstances are defined in 21 CFR 25.21. 

 
7. Include in the NDA specifications for the  as well as 
      the micronized drug substance. 

 
8.   Provide a methods validation package as indicated in our guidance, Guideline for 
      Submitting Samples and Analytical Data for Methods Validation. 

 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

9. In the Table of Contents there should be no periods after the numbers for the section and 
subsection headings. 

 
10. The proprietary and established names can be repeated at the beginning of the Full 

Prescribing Information (FPI), or at the beginning of each page of the FPI (e.g., as a 
header), to enhance product identification on subsequent pages of labeling. 

 
11. Add “Patient Information and Instructions for Use” in parenthesis after the statement 

“See FDA-approved Patient Labeling” to Section 17 of the FPI. 
 

We request that you resubmit labeling that addresses these issues by September 23, 2011.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for 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. 
 
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 acknowledge receipt of your request for a waiver of pediatric 
studies for this application.  Once we have reviewed your request, we will notify you if the full 
waiver request is denied and a pediatric drug development plan is required. 
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If you have any questions, call Sadaf Nabavian, Regulatory Project Manager, at (301) 796-2777. 
 
      

 
      

 Sincerely, 
 
{See appended electronic signature page} 

 
 

      Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Drug Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Aclidinium Bromide 
Forest Laboratories, Inc. 
 
 

 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: August 26, 2011   

To:  Dr. Amjad Iqbal 
Associate Director, Pharm.D. 

  From: CDR Sadaf Nabavian 

Company:  Forest Laboratories, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Drug Products 

Fax number: (631) 858-7921   Fax number: 301-796-9728 

Phone number: (201) 386-2117   Phone number: 301-796-2777 

Subject:  NDA 202-450; DSI Information Request 

Total no. of pages including 
cover:  

3 

Comments: Please confirm receipt. Thanks. 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 202450 
Aclidinium Bromide 
Forest Laboratories, Inc. 
 
Your submission dated June 23, 2011, to NDA 202450, is currently under review. We 
have the following requests for information: 
 

1. For studies 33, 34, and 38 respectively, submit the following patient data listings 
categorized/organized by clinical investigator site number for all Canadian, 
German and U.S. sites: (a) randomization scheme, (b) concomitant and prohibited 
medications, (c) adverse events (including deaths and serious adverse events), (d) 
protocol deviations/violations, (e) primary efficacy endpoints, and (f) protocol 
deviations/violations. 

 
2. For all foreign (non-U.S.) sites in studies 33, 34 and 38, respectively, provide the 

most recent updated principal investigator's name, site number, complete contact 
address, phone, fax and e-mail. 

 
Submit your responses to me via telephone facsimile to 301-796-2777 or email at 
Sadaf.Nabavian@fda.hhs.gov by COB Monday, August 29, 2011 .Your responses will 
subsequently needs to be submitted officially to the NDA. If you have any questions, 
please contact Sadaf Nabavian, Senior Regulatory Project Manager, at 301-796-2777. 
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Cleared By: SBarnes/08.25.2011 
                    AOrencia/08.26.2011 (via phone) 
                    
Finalized By: SNabavian/08.26.2011 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202-450  

NDA ACKNOWLEDGMENT 
 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
Attention:   Amjad M. Iqbal, Pharm.D. 
                   Associate Director, Regulatory Affairs 
 
Dear Dr. Iqbal: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Aclidinium Bromide, Inhalation Powder 
 
Date of Application:  June 23, 2011 
 
Date of Receipt: June 23, 2011 
 
Our Reference Number:  NDA 202-450 
 
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 August 22, 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. 
 
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: 
 

Reference ID: 2969912



NDA 202450 
Page 2 
 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology 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, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call me at (301) 796-2777. 
 

 
 
Sincerely,  
 
{See appended electronic signature page} 
 
 
Sadaf Nabavian, Pharm.D. 
Regulatory Project Manager 
Division of Pulmonary, Allergy, and  
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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