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EXCLUSIVITY SUMMARY  

 
NDA # 202-811     SUPPL # N/A    HFD # 180 

Trade Name   LINZESS 
 
Generic Name   linaclotide 
     
Applicant Name   Forest Laboratories, Inc.       
 
Approval Date, If Known               
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
N/A 

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
N/A 

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

5 years 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
      N/A 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA#             
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NDA#             

NDA#             

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
 

                                                              

Reference ID: 3174106



 
 

Page 5 

 
(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

      
 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
       

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  
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 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Brian Strongin                     
Title:  CPMS 
Date:  8-13-12 
 
                                                       
Name of Office/Division Director signing form:  Victoria Kusiak 
Title:  Deputy Director, ODE III 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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From: Wilkins Parker, Jamie 
Sent: Tuesday, August 21, 2012 1:23 PM 
To: Strongin, Brian K 
Subject: RE: LINZESS Carton/Container Labels with MedGuide statement - FDA Comments 
Hi Brian 
These are adequate. 
  
Thank you. 
  
Jamie 
  

Jamie Wilkins Parker, Pharm.D.  
Acting Team Leader  
Division of Medication Error Prevention and Analysis  
FDA/CDER/OSE/OMEPRM  
WO22-4443 
301.796.6113 (p) 

 

From: Strongin, Brian K  
Sent: Monday, August 20, 2012 6:42 PM 
To: Wilkins Parker, Jamie 
Subject: Fw: LINZESS Carton/Container Labels with MedGuide statement - FDA Comments 
 
FYI. Please let me know if these responses are OK ASAP. Thanks.  
  
From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Monday, August 20, 2012 05:22 PM 
To: Strongin, Brian K  
Subject: RE: LINZESS Carton/Container Labels with MedGuide statement - FDA Comments  
  
Hi Brian: 
  
Attached please find the carton and container labels with the comments requested below incorporated.  I will 
formally submit these to the NDA tomorrow.  
  
Please let me know if you have any questions or if you would like us to make any additional edits. Sorry again for 
the delay. Thanks. 
  
LK   
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Friday, August 17, 2012 9:14 AM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: LINZESS Carton/Container Labels with MedGuide statement - FDA Comments 
  
Here are our comments on the revised carton/container labeling that you sent yesterday.  Please respond to 
these ASAP, no later than Monday morning if possible.  Also, please submit the carton/container labels that you 
e-mailed to me yesterday.  Let me know if you have any questions.  Thanks. 
  
Comments on the revised c&c labels: 
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All Labels and Labeling: 
  
1. The medication guide statement should be revised based on 21 CFR 208.24, to the following text: 
"ATTENTION PHARMACIST (or PRESCRIBER for the Professional Samples): Each patient is required to receive 
the enclosed Medication Guide" in bolded font. As it currently reads, it does not address an "authorized 
dispenser" as required in the regulation.  
  
Professional Sample Kit Tray: 
1. Enlarge and/or increase the prominence of the storage warning, as this is an important statement. This can be 
achieved via boxing of the statement, and/or enlarging the font size of the statement.  
  
Professional Sample Kit Tray (4 count) 
1. Add the storage warning to this labeling to be consistent with the carton labeling and container label for this 
professional sample count.  
  
All Container Labels and Carton Labeling (Professional Sample and Retail)  
1. Relocate the net quantity statement to a location away from the strength statement. 
2. Enlarge and/or increase the prominence of the storage warning, as this is an important statement. This can be 
achieved via boxing of the statement, and/or enlarging the font size of the statement.  
  

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Thursday, August 16, 2012 2:59 PM 
To: Strongin, Brian K 
Subject: 202-811 LINZESS Carton/Container Labels with MedGuide statement  

Hi Brian: 
 
Attached please find the carton/container labels with the addition of the Medication Guide statement.  In order to 
accommodate this change, a few modifications were made in regards to spacing, font size and prominence. 
  Please let me if you have any questions or would like for us to make any edits.  Sorry for the delay. 
  
Thanks. 
  
LK 
  
Linda Kunka 
Senior Manager, Regulatory Affairs 
Forest Research Institute 
Harborside Financial Center  
Plaza V, Suite 1900 
Jersey City, NJ 07311 
A Division of Forest Laboratories, Inc. 
Phone: 201.386.2124 
Fax: 201.524.9711/9712 
linda.kunka@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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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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From: Strongin, Brian K 
Sent: Thursday, August 18, 2011 9:33 AM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Information Request for NDA 202-811 Linaclotide 
Please submit a response  to the following information request as soon as possible: 
 
Did you submit a "coding dictionary" containing a list of all investigator verbatim terms and the 
preferred terms to which they were mapped? If so please provide the location(s).  We prefer this 
as a SAS file. 
 
Thanks. 
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Strongin, Brian K 

From: Strongin, Brian K
Sent: Friday, August 17, 2012 9:14 AM
To: Kunka, Linda
Cc: Strongin, Brian K
Subject: LINZESS Carton/Container Labels with MedGuide statement - FDA Comments
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8/17/2012

Here are our comments on the revised carton/container labeling that you sent yesterday.  Please respond to 
these ASAP, no later than Monday morning if possible.  Also, please submit the carton/container labels that you 
e-mailed to me yesterday.  Let me know if you have any questions.  Thanks. 
  
Comments on the revised c&c labels: 
  
All Labels and Labeling: 
  
1. The medication guide statement should be revised based on 21 CFR 208.24, to the following text: 
"ATTENTION PHARMACIST (or PRESCRIBER for the Professional Samples): Each patient is required to receive 
the enclosed Medication Guide" in bolded font. As it currently reads, it does not address an "authorized 
dispenser" as required in the regulation.  
  
Professional Sample Kit Tray: 
1. Enlarge and/or increase the prominence of the storage warning, as this is an important statement. This can be 
achieved via boxing of the statement, and/or enlarging the font size of the statement.  
  
Professional Sample Kit Tray (4 count) 
1. Add the storage warning to this labeling to be consistent with the carton labeling and container label for this 
professional sample count.  
  
All Container Labels and Carton Labeling (Professional Sample and Retail)  
1. Relocate the net quantity statement to a location away from the strength statement. 
2. Enlarge and/or increase the prominence of the storage warning, as this is an important statement. This can be 
achieved via boxing of the statement, and/or enlarging the font size of the statement.  
  

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Thursday, August 16, 2012 2:59 PM 
To: Strongin, Brian K 
Subject: 202-811 LINZESS Carton/Container Labels with MedGuide statement  
 
Hi Brian: 
 
Attached please find the carton/container labels with the addition of the Medication Guide statement.  In order to 
accommodate this change, a few modifications were made in regards to spacing, font size and prominence. 
  Please let me if you have any questions or would like for us to make any edits.  Sorry for the delay. 
  
Thanks. 
  
LK 
  
Linda Kunka 
Senior Manager, Regulatory Affairs 
Forest Research Institute 
Harborside Financial Center  
Plaza V, Suite 1900 
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Jersey City, NJ 07311 
A Division of Forest Laboratories, Inc. 
Phone: 201.386.2124 
Fax: 201.524.9711/9712 
linda.kunka@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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Strongin, Brian K 

From: Strongin, Brian K
Sent: Wednesday, August 15, 2012 10:49 AM
To: Kunka, Linda
Cc: Strongin, Brian K
Subject: FW: NDA 202 811 LINZESS PMRs - Clarification on the Clinical Pharmacology PMR
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8/15/2012

With regard to your question about the need for multiple dosing, the clinical pharmacology reviewers still 
recommend repeat dosing.  The number of doses is uncertain at this time, and will be subject to discussion with 
the pediatric and maternal health staff at the time of your protocol development and submission.  If after those 
discussions it is determined that even a single dose study would actually be adequate, we can revise 
our agreement as appropriate.   Thanks.  
  

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Monday, August 13, 2012 2:00 PM 
To: Strongin, Brian K 
Subject: NDA 202 811 LINZESS PMRs - Clarification on the Clinical Pharmacology PMR 
 
Hi Brian: 
 
As we discussed at the teleconference on August 2nd and in our phone call last Friday, the Sponsors 
seek clarification on the Clinical Pharmacology PMR. Please see below:  
  
Virtually no systemic exposure to linaclotide or its active metabolite is seen following administration of 
therapeutic (and supratherapeutic) doses of linaclotide, making PK characterization of linaclotide very 
challenging. In light of the fact that we have no evidence of accumulation following multiple-doses of 
linaclotide, the sponsor questions the need for multiple dosing of linaclotide in the proposed lactation 
study. 
  
Can you present this to the Clinical Pharmacology reviewer for their input? Let me know if you have 
any questions. Thank you. 
  
LK 
  

From: Kunka, Linda  
Sent: Monday, August 06, 2012 1:05 PM 
To: Strongin, Brian K 
Subject: RE: LINZESS PMRs 
  
Hi Brian: 
We have reviewed the recent PMR requests and the Sponsors agree to the NonClinical PMR 
as proposed with a minor change in the title:  
NonClinical PMR: 
  
A nonclinical study in neonatal and juvenile mice to determine the mechanism of death in neonatal and 
juvenile mice treated with linaclotide.   
  
Final Protocol Submission – January 30, 2013
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Study Completion – October 30, 2013 

  
Final Study Report Submission – April 30, 2014 

  
The Sponsors agree to the Clinical Pharmacology PMR as the Agency suggested: 
          Clinical Pharmacology PMR: 
             Conduct a multiple-dose milk-only lactation study to assess concentrations of linaclotide and its 
active metabolite in the milk of healthy, lactating but non-nursing female volunteers, using          
a validated  assay in order to appropriately inform the nursing mothers’ subsection of the labeling 
            Final Protocol Submission – March 31, 2013 

Study Completion – September 30, 2014 
Final Study Report Submission – September 30, 2015  

  
We would like to defer our response on the pediatric PMRs until the conclusion of today's labeling 
teleconference. 
Please let me know if you have any questions or if you would like to discuss further.  
Thank you. 
  
LK 
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov] 
Sent: Mon 8/6/2012 10:21 AM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: LINZESS PMRs 

I hope you had a nice weekend.  Please e-mail and follow-up with a submission to your NDA agreeing to the 
following PMRs ASAP: 
  
A nonclinical study in neonatal and juvenile mice to determine the mechanism of lethality in neonatal 
and juvenile mice treated with linaclotide.   
  
Final Protocol Submission – January 30, 2013 
Study Completion – October 30, 2013 

Final Study Report Submission – April 30, 2014 
  

A safety and efficacy study in pediatric patients with chronic idiopathic constipation ages seven months 
to 17 years. 

  
Final Protocol Submission – April 30, 2015 
Study Completion – October 30, 2017 

Final Study Report Submission – October 30, 2018 
  

A safety and efficacy study in pediatric patients with irritable bowel syndrome with constipation ages 
seven years to 17 years. 

  
Final Protocol Submission – April 30, 2015 
Study Completion – October 30, 2017 

Final Study Report Submission – October 30, 2018 
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Conduct a multiple-dose milk-only lactation study to assess concentrations of linaclotide and its active 
metabolite in the milk of healthy, lactating but non-nursing female volunteers, using a validated assay in 
order to appropriately inform the nursing mothers’ subsection of the labeling. 
  
  
Final Protocol Submission:      MM/YY 
Trial Completion:                MM/YY 
Final Report Submission:         MM/YY 

  
  
If you would like to propose alternative timelines for these studies, please do so.  Also, please 

propose a timeline for the clinical pharmacology PMR.  Please respond, at least by e-mail, by COB 
today and let me know if you have any questions. Thanks. 

  
  
  

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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1

Strongin, Brian K

From: Strongin, Brian K
Sent: Tuesday, August 14, 2012 9:25 AM
To: Kunka, Linda
Cc: Strongin, Brian K
Subject: LINZESS Package Insert Comments

Please respond ASAP to the following comments regarding the proposed package insert:

1.  Table of Contents:  The same title for the Boxed Warning that appears in the Highlights and Full Prescribing 
Information must also appear at the beginning of the Table of Contents in UPPER-CASE letters and bolded.

2.  Full Prescribing Information:  The MedGuide must appear at the end of the Full Prescribing Information 
upon approval.

Thanks.
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From: Strongin, Brian K 
Sent: Tuesday, August 07, 2012 4:21 PM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: LINZESS:  Information Request/Advice Concerning the Package Insert 
 
Please respond to the following information request/advice ASAP regarding 
Section 14.1, Irritable Bowel Syndrome with Constipation:   
 
1. Combine Tables 3 and 4 in Section 14.1.  Include only primary endpoints 

for the 9 out of 12 week responders and primary and secondary endpoints 
in the 6 out of 12 week responders.   Please clearly explain that the 6/12 
primary endpoint responder is not constructed the same as the 9/12 
responder.  For the 9/12 (APC3+1),  a weekly responder needs at least 3 
CSBM and an increase of  1 from baseline and a decrease of 30% in pain 
score. For the 6/12 (APC+1) you only needed an increase of 1 CSBM from 
baseline and the 30% decrease in pain to qualify. 

 
2. Remove Figure 1 and substitute text describing it. 
 
3. Please remove the following sentence from the last paragraph in Section 

14.1: 
 
  "There was no evidence of rebound worsening compared to baseline". 
 
Please let me know if you have any questions.  Thanks. 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  August 2, 2012 
 
TO:  NDA 202-811, LINZESS (linaclotide) Capsules 

 
FROM:  Brian Strongin, R.Ph., MBA 
    Chief, Project Management Staff 
               Division of Gastroenterology and Inborn Errors Products 
 
SUBJECT:  Teleconference Regarding Non-Clinical and Clinical Post-Marketing Requirements  
 
FDA Attendees: 
 
Victoria Kusiak, M.D. 
Deputy Director 
Office of Drug Evaluation III 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
 
Joyce Korvick, M.D. 
Deputy Director for Safety 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Ruyi He, M.D. 
Medical Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
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Robert Fiorentino, M.D. 
Medical Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Erica Wynn, M.D. 
Medical Officer 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
David Joseph, Ph.D. 
Pharmacology/Toxicology Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Yuk-Chow Ng, Ph.D. 
Pharmacology/Toxicology Reviewer 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
 
Brian Strongin, R.Ph., MBA 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
 
Sponsor Attendees: 
 
Forest Laboratories Inc. 
 
June Bray, RPh, MBA  
Senior Vice President, FRI Regulatory Affairs 
 
James DeMartino, PhD  
Senior Director, Regulatory Affairs 
 
Linda Kunka, MA  
Senior Manager, Regulatory Affairs 
 
Harvey Schneier, MD 
Executive Director, Clinical Development Internal Medicine & GI 
 
Steven Shiff, MD 
Director, Clinical Development 
Stephan Ortiz, RPh, PhD  
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Associate Director, Clinical Pharmacology and Drug Dynamics 
 
Anne Gilson 
Principal Scientist, Toxicology 
 
Ironwood Pharmaceuticals 
 
Mark Currie, PhD 
Senior VP R&D, Chief Scientific Officer 
 
Gwyn Reis 
Vice President, Regulatory Affairs 
 
Sarah Lieber, MS 
Associate Director, Regulatory Affairs 
 
Caroline Kurtz, PhD 
Vice President, Program Management 
 
Jeff Johnston, MD 
Vice President, Clinical Development, and Chief Medical Officer 
 
Joseph Lavins, MD 
Senior Director, Clinical Research 
 
Alex Bryant, PhD 
Vice President, Drug Metabolism and Pharmacokinetics 
 
Adeline Smith PhD 
Director, Toxicology 
 
Background 
 
NDA 202-811 for LINZESS (linaclotide) Capsules was submitted August 9, 2011 for the 
treatment of constipation  irritable bowel syndrome and chronic constipation.  
Linaclotide was lethal at 10 mcg/kg/day orally in neonatal mice after administration of 1 or 2 
daily doses, starting on post partum day 7. Lethality was also observed in juvenile mice after a 
single oral administration on post partum day 14 (100 mcg/kg) and post partum day 21 (600 
mcg/kg).   
 
In a July 3, 2012 teleconference with the sponsor, the Division requested the following non-
clinical post-marketing studies (PMRs): 
 

Reference ID: 3175327
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Study  1.   A nonclinical study in neonatal mice  to determine the 
mechanism of mortality.  

Study  2.   A nonclinical study to explore the tolerability of older juvenile mice to linaclotide. 
 
On July 31, 2012, the PMR request was revised, via e-mail to the sponsor, to the following 
study: 
 

A nonclinical study in neonatal and juvenile mice to determine the mechanism of lethality in 
neonatal and juvenile mice treated with linaclotide 
 

The following additional PMRs were also requested via e-mail to the sponsor on July 31, 2012: 
 

A safety and efficacy study in pediatric patients with chronic idiopathic constipation ages 
seven months to  years. 

 
A safety and efficacy study in pediatric patients with irritable bowel syndrome with 
constipation ages seven years to  years. 
 

On August 1, 2012 the sponsor requested a teleconference to discuss their preference to conduct 
two separate studies as originally discussed and the PMRs in pediatric patients.  
  
Today’s Call 
 
The sponsor opened by stating their preference to conduct two studies, as originally requested, to 
fulfill the revised non-clinical PMR.  The Division responded that it was generally acceptable to 
conduct two studies to fulfill a PMR and that they would review and provide comment on the 
draft protocols when they have been received.  The Division explained that they did not want to 
limit the mechanistic studies to 7 – 9 day old mice and that studies in four week old mice may be 
necessary.   
 
The discussion then turned to the pediatric PMRs.  The sponsor asked if the age ranges requested 
in the PMRs were correct.  The Division responded that the correct older age should be 17 years 
and that the PMRs would be revised to reflect this.  The sponsor asked if it was acceptable to 
conduct dose-ranging studies in addition to safety and efficacy studies.  The Division replied that 
this was acceptable and that more specific aspects of the protocols would be discussed when 
draft protocols had been submitted.  The call then concluded. 
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Strongin, Brian K 

From: Strongin, Brian K
Sent: Tuesday, June 19, 2012 5:18 PM
To: 'Kunka, Linda'
Cc: Strongin, Brian K
Subject: RE: NDA 202-811 LINZESS Information Request

Page 1 of 2

6/19/2012

One more correction:  the study should inform about the potential risk in patients older than 2 years of age, not 
younger.  Thanks. 
 

From: Strongin, Brian K  
Sent: Tuesday, June 19, 2012 5:13 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: RE: NDA 202-811 LINZESS Information Request 
 
I wanted to add two clarifications about the second study:  "a study to obtain a more complete understanding of 
how sensitivity to linaclotide lethality changes with age in juvenile mice and to inform about the potential risk in 
older pediatric patients (i.e. younger than two years of age)."  This study should be conducted in mice between 3 -
6 weeks of age.  Also, at the teleconference, please be prepared to discuss your ideas about the types of studies 
that can address these PMRs.  Thanks. 
 

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Tuesday, June 19, 2012 4:23 PM 
To: Strongin, Brian K 
Subject: RE: NDA 202-811 LINZESS Information Request 
 
Hi Brian: 
  
July 3rd at 2PM – 3PM will work for us.  Please use the number below. 
  
Toll-free dial-in number (U.S. and Canada):  

  
 
Conference code:  

  

Thanks. 
  
LK 
  
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Tuesday, June 19, 2012 1:59 PM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: NDA 202-811 LINZESS Information Request 
  

Reference ID: 3148047
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We have the following comments and information request.  Please respond to the information request ASAP:
  
1.      On further consideration, we will be changing the  related to pediatric use to a Boxed 
Warning and a Warning and Precaution.  A revised marked-up package insert will be sent soon. 
  
2.      Change the FDA Approved Patient Labeling section of the package insert to a Medication Guide. 
Prominently include information on the risks of LINZESS use in the pediatric population. 
  
3.      We would like to schedule a teleconference the week of July 2 to disucss the following post-marketing 
requirements:  a study to determine the mechanism of the deaths in juvenile mouse studies and a study to obtain 
a more complete    understanding of how sensitivity to linaclotide lethality changes with age in juvenile mice and 
to inform about the potential risk in older pediatric patients (i.e. younger than two years of age).  Please let me 
know if either of the following      dates and times are acceptable:  July 3 from 2PM - 3PM or July 5 from 3:30PM - 
4:30PM. 
  
Thanks. 
  
  
  
  
  
  

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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1

Strongin, Brian K

From: Strongin, Brian K
Sent: Tuesday, June 19, 2012 1:59 PM
To: 'Kunka, Linda'
Cc: Strongin, Brian K
Subject: NDA 202-811 LINZESS Information Request

We have the following comments and information request.  Please respond to the information request ASAP:

1. On further consideration, we will be changing the  related to pediatric use to a Boxed 
Warning and a Warning and Precaution.  A revised marked-up package insert will be sent soon.

2. Change the FDA Approved Patient Labeling section of the package insert to a Medication Guide. Prominently 
include information on the risks of LINZESS use in the pediatric population.

3. We would like to schedule a teleconference the week of July 2 to disucss the following post-marketing 
requirements:  a study to determine the mechanism of the deaths in juvenile mouse studies and a study to obtain a more 
complete understanding of how sensitivity to linaclotide lethality changes with age in juvenile mice and to inform 
about the potential risk in older pediatric patients (i.e. younger than two years of age).  Please let me know if either of the 
following dates and times are acceptable:  July 3 from 2PM - 3PM or July 5 from 3:30PM - 4:30PM.

Thanks.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  June 8, 2012 
 
TO:  NDA 202-811, LINZESS (linaclotide) Capsules 

 
FROM:  Brian Strongin, R.Ph., MBA 
    Chief, Project Management Staff 
               Division of Gastroenterology and Inborn Errors Products 
 
SUBJECT:  Teleconference Regarding Labeling Mark-Up  
 
FDA Attendees: 
 
Victoria Kusiak, M.D. 
Deputy Director 
Office of Drug Evaluation III 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Ruyi He, M.D. 
Medical Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Robert Fiorentino, M.D. 
Medical Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
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Erica Wynn, M.D. 
Medical Officer 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
David Joseph, Ph.D. 
Pharmacology/Toxicology Team Leader 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Yuk-Chow Ng, Ph.D. 
Pharmacology/Toxicology Reviewer 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
  
Maria Walsh, M.S.N. 
Associate Director of Regulatory Affairs 
Office of Drug Evaluation III 
 
Brian Strongin, R.Ph., MBA 
Chief, Project Management Staff 
Division of Gastroenterology and Inborn Errors Products 
Office of Drug Evaluation III 
 
Sponsor Attendees: 
 
Forest Laboratories Inc. 
 
Marco Taglietti, MD 
Sr. VP, R&D and President, FRI 
 
June Bray, RPh, MBA  
Senior Vice President, FRI Regulatory Affairs 
 
James DeMartino, PhD  
Senior Director, Regulatory Affairs 
 
Linda Kunka, MA  
Senior Manager, Regulatory Affairs 
 
Gavin Corcoran, MD 
Executive Vice President, R&D Clinical & Early Development 
 
Harvey Schneier, MD 
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Executive Director, Clinical Development Internal Medicine & GI 
 
Steven Shiff, MD 
Director, Clinical Development 
 
John Driscoll 
Associate Director, Advertising & Labeling 
 
Stephan Ortiz, RPh, PhD  
Associate Director, Clinical Pharmacology and Drug Dynamics 
 
Daniel Jia, PhD 
Senior Director, Biostatistics 
 
Kelvin Shi, PhD 
Associate Director, Biostatistics 
 
Anne Gilson 
Principal Scientist, Toxicology 
 
George Zhang 
Senior Principal Scientist 
 
Ironwood Pharmaceuticals 
 
Gwyn Reis 
Vice President, Regulatory Affairs 
 
Sarah Lieber, MS 
Associate Director, Regulatory Affairs 
 
Andrew Henderson, MBA 
Director Regulatory Affairs 
 
Caroline Kurtz, PhD 
Vice President, Program Management 
 
Jeff Johnston, MD 
Vice President, Clinical Development, and Chief Medical Officer 
 
Joseph Lavins, MD 
Senior Director, Clinical Research 
 
Karel Van Loon, MD 
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Senior Director, Drug Safety and Pharmacovigilance 
 
Alex Bryant, PhD 
Vice President, Drug Metabolism and Pharmacokinetics 
 
James MacDougall, PhD 
Vice President, Biometrics 
 
Adeline Smith PhD 
Director, Toxicology 
 
Ada Silos-Santiago PhD 
Director, Clinical Pharmacology 
 
Background 
 
NDA 202-811 for LINZESS (linaclotide) Capsules was submitted August 9, 2011 for the 
treatment of constipation  irritable bowel syndrome and chronic constipation.  The 
sponsor proposed 145 mcg and 290 mcg doses for the chronic constipation indication.  
Linaclotide was lethal at 10 mcg/kg/day orally in neonatal mice after administration of 1 or 2 
daily doses, starting on post partum day 7. Lethality was also observed in juvenile mice after a 
single oral administration on post partum day 14 (100 mcg/kg) and post partum day 21 (600 
mcg/kg).  The Division had prepared substantially complete, marked-up labeling and requested 
this teleconference to discuss two issues:   

 and the addition of language regarding deaths in juvenile mouse studies. 
 
Today’s Call 
 
After introductions, Dr. Fiorentino stated that the Division had  

.  He added that the efficacy difference between the 145 mcg 
and 290 mcg doses was small.  The Division tried to identify a subgroup with a clear benefit 
from the higher dose, but couldn’t find one.   
 
Dr. Griebel added that this issue could be discussed more in the future. 
 
The discussion then turned to the issue of deaths in juvenile mouse studies.  Dr. Griebel 
expressed concern about the unknown safety of the product in the pediatric population.  The 
Division added a Contraindication in pediatrics until more information was obtained about the 
mechanism of toxicity.  Dr. Griebel added that the sponsor could present their side during 
labeling negotiations.   
 
The sponsor asked if the deaths in juvenile mouse studies would impact the conduct of pediatric 
studies.  Dr. Griebel responded that the Division did not want pediatric studies in patients 17 
years and younger until this issue is clarified with non-clinical data. 
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In response to the sponsor’s question, Dr. Griebel stated that the Division was not ready to 
discuss post-marketing requirements/commitments related to this issue at that time.   
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From: Strongin, Brian K 
Sent: Wednesday, May 23, 2012 12:23 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: LINZESS Statistical Information Request 
Please respond to this statistical information request ASAP.  Thanks. 
 
A.  Please refer to “Table 14.4.3.18 D” for Studies LIN-MD-01 and MCP-103-303. We 

are unable to reproduce these tables by deriving the CSBM monthly responder rate 
using the CSBM weekly responder data, PARAMCD=”OCSBMRESP”, provided in 
SAS transport file ADEFF. Please provide the SAS codes used to obtain the CSBM 
monthly responder data  

 
B.  For Studies MCP-103-303 and LIN-MD-01 please perform the following:  
 1.  Perform subgroup analyses of primary efficacy endpoint by BMI (≥30 kg/m2 vs. 

<30 kg/m2) and baseline constipation severity per study. 
 2. Perform observed case analyses of monthly responder for CSBM by month per 

study; monthly responders are defined as subjects who are weekly responders for 
at least 3 weeks in a  month.  

 3. Perform observed case analyses of overall responder analyses for CSBM only per 
study; overall responders are defined subjects who are monthly responders for all 
three months. 

 4. Provide a SAS transport file for monthly data for CSBM per study for observed 
data (no imputation). 

 5. Provide numbers of patients with at least one AE, at least one TRAE, withdrawn due to 
AE, at least one episode of diarrhea, and discontinued due to TRAE of Diarrhea for 
pooled data 

 
C.  For Studies MCP-103-302 and LIN-MD-31, please perform the following:  
 1. Perform a subgroup analysis of abdominal pain and CSBM by BMI (≥30 kg/m2 

vs. <30 kg/m2) per study. 
 2. Provide a SAS transport file for monthly data for abdominal pain and CSBM, 

abdominal pain alone, and CSBM alone per study for observed data (no 
imputation)  
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From: Strongin, Brian K 
Sent: Monday, May 07, 2012 8:51 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: May 4, 2012 Response to Clinical Information Request for NDA 202811, LINZESS  
Please respond to this information request ASAP.  
  
For Figures 3.1 and 3.2, please provide the absolute values that correspond with bar graphs .   
  
Thanks.  
  
  

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Friday, May 04, 2012 5:10 PM 
To: Strongin, Brian K 
Subject: RE: Clinical Information Request for NDA 202811, LINZESS  
 
Hi Brian: 
  
The attached files provide our response to your May 2nd request listed below.  FDA’s request is in blue text and 
the Sponsor response follows in black text.   
  
We will follow this e-mail communication with a formal gateway submission. 
  
Please let me know if you have any questions. Thanks. 
  
LK 
  
  
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Wednesday, May 02, 2012 11:08 AM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202811, LINZESS  
  
Please respond to this information request ASAP.  Thanks. 

We are assessing the treatment benefit patients may achieve with the 145ug dose and the 290ug dose of 
Linaclotide. As a part of this, we are exploring patient's perception of disease severity at baseline and the 
treatment difference achieved with the 145ug and 290ug doses. We are characterizing the population of patients 
enrolled in your trial to attempt to identify a patient population for which the 290ug may offer an additional benefit. 
  
1) For each of the treatment groups (placebo, 145ug and 290ug) please tabulate average weekly SBM (and 
CSBM) at baseline and at each week over the 12 weeks of the Treatment Period. 
You should present this information descriptively and graphically.  
  
2) In addition, for the 145ug and 290 ug doses, please present descriptively (and graphically if possible) the 
treatment difference (treatment - placebo) with 95%CIs for the primary efficacy response variable by average 
weekly SBM (and CSBM) at baseline. The results of the SBM and CSBM tabulations should be presented 
separately. 
  
3) For each baseline patient reported constipation severity levels (i.e. none, mild, moderate, severe, very severe) 
please tabulate the proportion of patients that had 0, 1, 2, 3,…n SBMs (and CSBMs). Again this information 
should be presented descriptively (and graphically if possible). 

Page 1 of 2
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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 
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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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From: Strongin, Brian K 
Sent: Wednesday, May 02, 2012 11:08 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202811, LINZESS  
Please respond to this information request ASAP.  Thanks. 
 
 
We are assessing the treatment benefit patients may achieve with the 145ug dose and the 290ug 
dose of Linaclotide. As a part of this, we are exploring patient's perception of disease severity at 
baseline and the treatment difference achieved with the 145ug and 290ug doses. We are 
characterizing the population of patients enrolled in your trial to attempt to identify a patient 
population for which the 290ug may offer an additional benefit.  
 
1) For each of the treatment groups (placebo, 145ug and 290ug) please tabulate average weekly 
SBM (and CSBM) at baseline and at each week over the 12 weeks of the Treatment Period. 
You should present this information descriptively and graphically.  
 
2) In addition, for the 145ug and 290 ug doses, please present descriptively (and graphically if 
possible) the treatment difference (treatment - placebo) with 95%CIs for the primary efficacy 
response variable by average weekly SBM (and CSBM) at baseline. The results of the SBM and 
CSBM tabulations should be presented separately. 
 
3) For each baseline patient reported constipation severity levels (i.e. none, mild, moderate, 
severe, very severe) please tabulate the proportion of patients that had 0, 1, 2, 3,…n SBMs (and 
CSBMs). Again this information should be presented descriptively (and graphically if possible).  
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From: Wilkins Parker, Jamie 
Sent: Wednesday, April 25, 2012 10:08 AM 
To: Strongin, Brian K 
Cc: Maslov, Yelena 
Subject: Revised Linzess Labels 
Good Morning Brian 
The revised Carton and Container Labels for Linzess are acceptable. 
 
Thank you! 
 
Jamie Wilkins Parker 
 
Jamie Wilkins Parker, Pharm.D. 
Safety Evaluator 
Division of Medication Error Prevention and Analysis 
FDA/CDER/OSE/OMEPRM 
WO22-4443 
301.796.6113 (p) 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202-811  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Forest Laboratories, Inc. 
Attention:  Linda Kunka 
Senior Manager, Regulatory Affairs 
Harborside Financial Center, Plaza V 
Jersey City, NJ 07311 
 
Dear Ms. Kunka 
 
Please refer to your August 8, 2012 New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for LINZESS (linaclotide). 
 
On April 18, 2012, we received your April 17, 2012, solicited 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 September 9, 2012 
 
In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by  
May 11, 2012. 
 
If you have any questions, call me at (301) 796-1008 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., MBA 
Division of Gastroenterology and  
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3119419



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

BRIAN K STRONGIN
04/19/2012

Reference ID: 3119419



  

  
     

 
  

   

    

       

     

     

                  
   

            

                       
                      

                      
        

Reference ID: 3118918



 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

  
 

                       

Reference ID: 3118918



   

 

 

 

  

Reference ID: 3118918



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

BRIAN K STRONGIN
04/19/2012

Reference ID: 3118918



  

  

   
     

  

   

       

         

      

              
           

   
      

   

    

 

                   
                 

  

          

         

    
      

  

   

    

       

             
               

             
             

           
               

             

Reference ID: 3117751



  

             
            

               
      

              
              

                
               

           
  

             
             

                    
                

              
                  

              
        

Reference ID: 3117751



  
              

              
            

             
            

                
             
             

             
               

   

  
                 
           

            
             

              
             

                
               

            

                
           

             
            

           
                

             
             
                

             
              

            
            
              

             
                 

             

            
     

Reference ID: 3117751



          

     

     

 

 

              

 

     

Reference ID: 3117751



 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 
 

  
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

Reference ID: 3117751



  
              
               

               
                
          

 

  

 

            
             

                 
              
                

                 
              

             
             

           
                

               
           

              
                

            
        

  

           

                 

             

    

            
          

              
             

           
            
              
            

Reference ID: 3117751



             
                 

             
            

             
             

Reference ID: 3117751



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

BRIAN K STRONGIN
04/17/2012

Reference ID: 3117751



From: Strongin, Brian K 
Sent: Tuesday, April 10, 2012 10:44 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: LINZESS Clinical Information Request 
Please respond to this information request ASAP.  Thanks. 
 
 
1) In your application you state, "...the difference in efficacy between the 145-ug 
and the 290-ug doses suggests that there are patients who are more likely to 
benefit from the 290-ug dose." However, the data from the pivotal Phase 3 
double blind, chronic constipation trials demonstrated that the primary response 
efficacy of the 145-ug and the 290-ug doses were comparable (20.3% and 19.4% 
respectively in Study MCP-103-303; 15.5% and 20.5% in Study LIN- MD-01). We 
have been unable to identify a subgroup of patients that are "more likely to 
benefit" from the 290ug than the 145ug dose. Please provide subgroup analyses 
(using the primary endpoint as a response variable) that identify which patients 
(based on baseline disease characteristics and demographics) would be "more 
likely" to benefit from the 290 ug dose compared to the 145ug dose. Please 
provide additional rationale for use of the 290ug dose in the chronic constipation 
population.   
 
 
2) Please provide a demographic analysis of the Long-term safety trial data on 
the dose reduced group, divided by those who stayed on the reduced dose and 
those who were discontinued, by age, sex, race, ethnicity, BMI (i.e. a sub 
analysis of Table 2.4.1) from the 120-day safety update. Also analyze the dose 
reduced groups, divided by those who stayed on the reduced dose and those 
who were discontinued, by concomitant medication and associated other 
baseline characteristics. 
 
 
Thanks. 
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From: Strongin, Brian K 
Sent: Tuesday, March 27, 2012 4:30 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: FW: NDA 202811 Linzess - Information Request from the Office of Scientific 

Investigations 
Please verify the following contact information about the CRO responsible for the IVRS system: 
 
Mark Penland 
Associate Director 
ICON Clinical Research 
Suite 500 
320 Seven Springs Way 
Brentwood TN 37027 
Telephone (615) 309-4253 
Fax (615) 309-4337 
 
If this is not correct, please provide us with the correct contact information (including name of 
contact at the organization, telephone, fax, and e-mail). 
 
Thanks, 
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From: Strongin, Brian K 
Sent: Monday, March 26, 2012 3:09 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: NDA 202811 Linzess - Information Request from the Office of Scientific 

Investigations 
 
Importance: High 
Please respond to this information request ASAP.   
 
Based on the protocols, our understanding is that patients enrolled in Studies LIN-MD-01, LIN-
MD-31, MCP-103-302, and MCP-103-303 were required to telephone an IVRS to report on their 
daily bowel habits. These diary responses were used in determining the primary efficacy 
endpoint. 
 
Please describe procedures related to data handling once the information was entered into the 
IVRS. Your response should include but not be limited to: 
• Who had access to the data once it was entered into the IVRS 
• Was the access limited to read-only capability 
• What happened to the data once it was collected 
• Where is archived data stored 
• Did the clinical investigator get a copy of each subject's diary information and derived primary 

efficacy endpoint for the clinical trial record and if so, is there a record of when this was sent? 
 
 
Thanks. 
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From: Strongin, Brian K 
Sent: Thursday, March 15, 2012 10:08 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: LINZESS, NDA 202-811, Information Request Regarding the Proposed 

Package Insert 
Please respond to this request as soon as possible.   
 
Regarding section 6.1, Adverse Events, Clinical Trials Experience, in your proposed package 
insert, we have concerns about pooling safety data across indications and studies.  Please 
separate the information in Section 6.1 by indication (i.e. IBS-C and chronic constipation). 
 
Thanks. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202-811 DISCIPLINE REVIEW LETTER 
 
Forest Laboratories, Inc. 
Attention: Linda Kunka 
Senior Manager, Regulatory Affairs 
Haborside Financial Center, Plaza V 
Jersey City, NJ 07311 
 
Dear Ms. Kunka: 
 
Please refer to your August 8, 2010 New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for LINZESS (linaclotide) Capsules, 145 
mcg and 290 mcg. 
 
Our review of your proposed carton and container labeling is complete, and we have identified 
the following deficiencies: 
 
Package Insert 
 
1.  Warnings and Precautions section, Highlights and Full Prescribing 
 Information: 
 
 We recommend the addition of the statement, “Keep LINZESS in the original container. Do 

not subdivide or repackage. Protect from moisture. Do not remove desiccant from the 
container. Keep bottles closed tightly in a dry place.” Linaclotide is sensitive to moisture and 
formaldehyde, therefore the proposed expiration dating is only valid if the drug remains in 
the proposed commercial container closure system during the entire shelf life.  A prominent 
warning of this type is needed to prevent transferring the capsules to a pharmacy bottle. 

 
2.  How Supplied/Storage and Handling and Instructions for Patients 
 within the Patient Counseling Information sections: 
 
 Increase the prominence of the statement “Keep LINZESS in the original container. Do not 

subdivide or repackage. Protect from moisture. Do not remove desiccant from the container. 
Keep bottles closed tightly in a dry place.” Linaclotide is sensitive to moisture and 
formaldehyde, therefore the proposed expiration dating is only valid if the drug remains in 
the proposed commercial container closure system during the entire shelf life.  A prominent 
warning of this type is needed to prevent transferring the capsules to a pharmacy bottle or pill 
box. 
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If you have any questions, call me at (301) 796-1008. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., MBA 
Chief, Project Management Staff 
Division of Gastroenterology and  
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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Strongin, Brian K

From: Strongin, Brian K
Sent: Friday, February 17, 2012 9:37 AM
To: 'linda.kunka@frx.com'
Cc: Strongin, Brian K
Subject: Linaclotide Information Request

Please provide the following information for the studies proposed in your pediatric plan submitted October 7, 
2011:

a. Final Protocol Submission:
b. Study Completion:
c.   Final Study Report Submission
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From: Strongin, Brian K 
Sent: Monday, February 13, 2012 4:43 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: FW: Clinical Information Request for NDA 202-811, LINZESS 
The plan you propose is acceptable.  Thanks. 
 

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Thursday, February 09, 2012 11:25 AM 
To: Strongin, Brian K 
Subject: RE: Clinical Information Request for NDA 202-811, LINZESS 
 
Hi Brian: 
  
We would like to provide a response to this request below and also seek some further clarification on Question 2b.  FDA’s request 
is in blue italic text and the Sponsor response follows in black text. 
  
Please let me know if you have any questions.  Thanks. 
  
LK 
  
  
It is our understanding that in the phase 3 long-term open-label safety trials more than 25% of patients had dose 
reductions as per the table from the ISS Section 8.5 pg 113. We are interested in the timing of the dose reductions as 
well as the reason for the dose adjustment. 
  
FDA Request 1: 
Please provide a reanalysis of the safety data in the ISS for the long-term trials (group 3) by the dose of study drug 
administered, separating out the patients with dose reductions (i.e. by 145ug, 290ug and dose-reduced groups in the 
CC patients and by 290ug and dose-reduced groups in the IBS trials). 
  
Sponsor’s Response to Request 1: 
Additional pooled ISS analysis tables for the long-term trials (ie, ISS Group 3) will be provided for all adverse-event 
endpoints included in the 120-Day Safety Update (ie, Treatment-emergent AE (TEAE), Serious AE, and AEs 
associated with premature discontinuation from the study) for the CC indication, IBS-C indication, and Overall 
(CC+IBS-C). These analysis tables will present the incidence summaries for the following two mutually exclusive 
groups of Group 3 patients*: 

Patients who stayed on the open-label LIN 290 ug dose  
Patients who had a dose reduction (including also those whose LIN 290 ug dose was temporarily suspended in 
the study)  

  
*all patients entering the long term safety studies began treatment with LIN 290, so  patients receiving LIN 145 ug are 
part of the dose-reduction group 
  
Due to additional analyses required for this request, we will be able to provide this information on or before 
March 9th. 
  
  
FDA Request 2a: 
Please provide summary data tables and analyses for the patients with dose reductions. Please present the following 
according to category of dose adjustment pattern and indication (IBS vs. CC):  
        a) The mean and median length of time patients were on initial drug prior to dose reduction  

Page 1 of 3
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Sponsor Response to Request 2a: 
The 120-Day Safety Update (Seq0016) included an analysis table, Table 1.5.6 (APPENDIX III AFTER-TEXT 
TABLES), which presents the mean and median length of time patients were on the initial open-label LIN 290 ug dose 
prior to dose reduction.  
  
Does this analysis table satisfy the Division’s request?  
  
  
FDA Request 2b: 
b) The AE that prompted dose reduction (with temporal association to dose adjustment). If diarrhea was the reason for 
dose reduction, provide an analysis of the severity of the diarrhea as it relates to frequency and presence of associated 
AEs (dehydration, hemodynamic changes, etc.).  
  
Sponsor Response to Request 2b: 
The AE that prompted dose reduction (with temporal association to dose adjustment). The 120-Day Safety Update 
(Seq0016) included an analysis table, Table 6.1.3.5 (APPENDIX III AFTER-TEXT TABLES), which presents the 
incidence summaries of all AEs that caused/led to dose reductions.  
  
Does this analysis table satisfy the Division’s request?  
  
For diarrhea AEs that were the reason for dose reduction, an analysis summarizing the number and percent of patients 
who also experienced the following associated AEs (with preferred terms) will be provided for each indication: 

Blood pressure systolic decreased  
Blood pressure diastolic decreased  
Syncope  
Presyncope  
Loss of consciousness  
Dizziness  
Dehydration  
Orthostatic Hypotension  
Hypotension  

  
Is this plan acceptable? If yes, the timeline for this deliverable will also be on or before March 9th. 
  
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Friday, February 03, 2012 10:50 AM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202-811, LINZESS 
  
Please respond to this information request ASAP.  Thanks. 
  
  
It is our understanding that in the phase 3 long-term open-label safety trials more than 25% of patients had dose reductions as per 
the table from the ISS Section 8.5 pg 113. We are interested in the timing of the dose reductions as well as the reason for the 
dose adjustment. 
  
1) Please provide a reanalysis of the safety data in the ISS for the long-term trials (group 3) by the dose of study drug 
administered, separating out the patients with dose reductions (i.e.. by 145ug, 290ug and dose-reduced groups in the CC patients 
and by 290ug and dose-reduced groups in the IBS trials). 
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2) Please provide summary data tables and analyses for the patients with dose reductions. Please present the following according 
to category of dose adjustment pattern and indication (IBS vs CC):  
        a) The mean and median length of time patients were on initial drug prior to dose reduction, and  
        b) The AE that prompted dose reduction (with temporal association to dose adjustment). If diarrhea was the reason for dose 
reduction, provide an analysis of the severity of the diarrhea as it relates to frequency and presence of associated AEs 
(dehydration, hemodynamic changes, etc.).  
  
  
  
  
  

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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Strongin, Brian K 

From: Strongin, Brian K
Sent: Wednesday, February 08, 2012 12:31 PM
To: 'Kunka, Linda'
Cc: Strongin, Brian K
Subject: LINZESS NDA 202811 Clinical Information Request

Page 1 of 1RE: NDA 202811 Information Request

2/8/2012

Please respond to this information request ASAP.  Thanks.
 
We are reviewing your Submission dated February 3, 2012.   

The following patients were identified from the list of previously submitted case report forms as cases for which the diagnosis of 
ischemic colitis could not definitively be ruled in or out and for which another cause of rectal bleeding could not be identified. 

Please assess the following patients for ischemic colitis using the same adjudication process outlined in your submission.  

If you feel these cases are not justified as "cases of interest", please provide a rationale for your conclusion.  

Pt 0053035 is a 30 year old white female who developed diarrhea that required a reduction of the Linaclotide dose from 290mcg 
to 145 mcg. During this time, she also developed bright red blood per rectum which was defined as mild in nature and resolved 
following the dose reduction. Although, this patient appears to have no risk factors for IC, there have been cases of IC in younger 
adults following treatment with laxatives.  

Pt 0393021 is a 45 year old white female who was initially on 145mcg of linaclotide in the pivotal trials. She was subsequently 
rolled over into the long-term trial and began taking 290 mcg of the study drug. Approximately 32 days after the study drug, the 
patient developed diarrhea which resulted in a dose reduction. The patient developed right upper quadrant abdominal pain 
(moderate intensity), diarrhea and intermittent black stools. It was also noted that during this time there was an increased blood 
pressure and pulse reading (which in the absence of additional data may have been indicative of an occult bleed). 

 
Pt 0145001 (also referred to as pt 0061002 in trial MCP-103-201) is a 60 year old white female. Past medical history appeared 
otherwise insignificant for cardiovascular disease, however her age places her at increased risk of IC. The patient was taking 290 
mcg of study drug when she experienced abdominal discomfort described as moderate intensity. This resulted in a dose 
reduction. Approximately 28 days later the patient developed mild blood in her stool. During this time it appears that she also 
complained of moderate incomplete evacuation which lasted from 12/6/08 until 1/1/09. Treatment was temporarily held and 
subsequently the dose of the study drug was decreased. These events were assessed as possibly related to study drug.  

Pt 0870101 is a 66 year old white female who was status post myocardial infarction receiving 290 mcg of linaclotide. On 
7/14/2009, 139 days after starting the study drug, she developed a moderate gastroenteritis. From 7/14/09 - 7/28/09, she also 
experienced black tarry stools. On 7/30/2009 the patient experienced watery diarrhea which resulted in a reduction of the study 
drug dosage. The patient has risk factors for IC.  
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From: Strongin, Brian K 
Sent: Friday, February 03, 2012 10:50 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202-811, LINZESS 
Please respond to this information request ASAP.  Thanks. 
 

 
It is our understanding that in the phase 3 long-term open-label safety trials more than 25% of 
patients had dose reductions as per the table from the ISS Section 8.5 pg 113. We are 
interested in the timing of the dose reductions as well as the reason for the dose adjustment. 
 
1) Please provide a reanalysis of the safety data in the ISS for the long-term trials (group 3) 
by the dose of study drug administered, separating out the patients with dose reductions (i.e.. 
by 145ug, 290ug and dose-reduced groups in the CC patients and by 290ug and dose-
reduced groups in the IBS trials). 
 
2) Please provide summary data tables and analyses for the patients with dose reductions. 
Please present the following according to category of dose adjustment pattern and indication 
(IBS vs CC):  
 a) The mean and median length of time patients were on initial drug prior to dose 
reduction, and  
 b) The AE that prompted dose reduction (with temporal association to dose adjustment). 
If diarrhea was the reason for dose reduction, provide an analysis of the severity of the 
diarrhea as it relates to frequency and presence of associated AEs (dehydration, 
hemodynamic changes, etc.).  
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From: Strongin, Brian K 
Sent: Wednesday, February 01, 2012 6:00 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: LINZESS  - NDA 202-811 Clinical Information Request  
Please either submit a copy or tell us the location of the study reports for the long-term safety 
trials in NDA 202-811. 
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NDA 202-811 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention:  Linda Kunka 
Senior Manager, Regulatory Affairs 
Harborside Financial Center, Plaza V 
Jersey City, NJ 07311 
 
Dear Ms. Kunka: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for LINZESS (linaclotide) Capsules. 
 
We are reviewing the Statistical 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. 
 
For Studies MCP-103-302, MCP-103-303, LIN-MD-01, and LIN-MD-31, please perform the 
following:  
 

1. Plot mean abdominal discomfort during the treatment period by week and treatment 
group; 

 
2. Plot mean bloating during the treatment period by week and treatment group; 

 
 3. Perform observed case analysis of weekly responders for abdominal pain and complete 

spontaneous bowel movement (CSBM), abdominal pain alone, and CSBM alone by week 
on IBS-C studies; for CSBM by week only on CC studies; 

 
 4. Perform observed case analyses of monthly responder for abdominal pain and CSBM, 

abdominal pain alone, and CSBM alone by month on IBS-C studies; for CSBM by month 
only on CC studies (monthly responders are defined as subjects who are weekly 
responders for at least 2 weeks in a month);  

 
 5. Perform observed case analysis of overall responder analyses for abdominal pain and 

CSBM, abdominal pain alone, and CSBM alone on IBS-C studies; for CSBM only on CC 
studies (overall responders are defined subjects who are monthly responders for at least 
two out of any three months (MCP103-303, LIN-MD-01, and LIN-MD-31) and at least 
four of any six months (MCP-103-302);  
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 6. Provide SAS transport file for weekly and monthly data for abdominal pain and CSBM, 
abdominal pain alone, and CSBM alone per study for observed data (no imputation) for 
IBS-C studies; for CSBM only per study for CC studies; 

 
 7.  Perform analysis of primary efficacy endpoint for population excluding duplicate patients 

for each study; 
 
 8.   Explain the differences in number of responders between your analysis and worst case 1 

analysis for primary efficacy endpoint by treatment group; 
 
 9.   Perform statistical analysis for number of patients with at least one AE, at least one 

treatment-related AE (TRAE), withdrawn due to AE, at least one episode of diarrhea, and 
discontinued due to TRAE of diarrhea by treatment group for each study and combined 
studies for each indication; 

 
 10. Provide information regarding the usage of rescue medication by week and treatment 

group. 
 
If you have any questions, call me at (301) 796-1008. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., MBA 
Chief, Project Management Staff 
Division of Gastroenterology and  
Inborn Errors Products 
Office of Drug Evaluation III 
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From: Strongin, Brian K 
Sent: Tuesday, January 24, 2012 9:19 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: FW: Response to January 20th Statistical Request 
Hi.  We have a follow-up question: 
  
Regarding the first portion of the response:  How was the investigator instructed to answer the question "Did the patient complete 
the study?" on the termination page of the study eCRF? 
  

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Monday, January 23, 2012 5:30 PM 
To: Strongin, Brian K 
Subject: Response to January 20th Statistical Request 
 
Hi Brian: 
  
Please see our response to the Statistical portion of this request below.  FDA’s request is in blue italic text and the Sponsor 
response follows in black text. 
  
Please let me know if you have any additional questions.  The team is reviewing the Biopharmaceutics portion of this request 
and we will respond shortly.   
  
Thanks. 
  
LK 
  
FDA Statistical Request 
  
For the two phase 3 Studies MCP‐103‐303 and LIN‐MD‐01, please clarify how a subject was identified as a study completer. Also 
for Study MCP‐103‐303, we noticed that the subjects discontinued during the 12‐week treatment period and those discontinued 
during the 4‐week random‐withdrawal period are not readily separable to us. Please either add a variable/index to facilitate the 
separation of these subjects and/or entries, or help locate such a variable/index in the datasets. 
  
  
Sponsor Response 
  

•         For studies MCP‐103‐303 and LIN‐MD‐01, study completers are defined as patients for whom the question “Did the 
patient complete the study?” on the termination page of the study eCRF was checked “Yes”. These patients are 
identified in the ADSL study datasets by selecting patients where the variable COMPLFL='Y'.   
  
For study MCP‐103‐303, CSR Table 14.1.3B lists the number of study completers by randomized‐withdrawal treatment 
sequence and overall (N= 533 total patients).  For study LIN‐MD‐01, CSR Table 14.1.3 lists the number of study 
completers by treatment group and overall (N=533 total patients).  

  
•         For study MCP‐103‐303, patients who were in the ITT population and re‐randomized to study drug at the Week 12 study 

visit were counted as Treatment Period completers in CSR Table 14.1.3A (N=540 patients total). These patients would be 
identified in the MCP‐103‐303 ADSL study dataset by selecting those patients where ITTFL=”Y” and the variable 
RAND2DT is non‐missing.  
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•         In study MCP‐103‐303: 
o        Patients who discontinued during the 12‐week Treatment Period would have a missing value for the variable 

RAND2DT and a value of “N” for the variable COMPLFL in the ADSL dataset.  
o        Patients who discontinued during the 4‐week Randomized Withdrawal Period would have a non‐missing value 

for the variable RAND2DT and a value of “N” for the variable COMPLFL in the ADSL dataset.  
  
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Friday, January 20, 2012 6:16 PM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject:  
  
Please e-mail and follow with a submission of the responses to these comments and requests ASAP.  Thanks. 
  
Statistical 
  
For the two phase 3 Studies MCP-103-303 and LIN-MD-01, please clarify how a subject was identified as a study completer. Also 
for Study MCP-103-303, we noticed that the subjects discontinued during the 12-week treatment period and those discontinued 
during the 4-week random-withdrawal period are not readily separable to us. Please either add a variable/index to facilitate the 
separation of these subjects and/or entries, or help locate such a variable/index in the datasets. 
  
Biopharmaceutics 
  
1. It appears that paddle speed does not affect the dissolution profile of your proposed product; therefore, revise your proposed 
dissolution method to reflect a paddle speed of 50 rpm. 
  
2. The following dissolution acceptance criterion is recommended: Q =  at 15 minutes. This recommendation is based on the 
mean in-vitro dissolution profiles for all strengths at release and under 15 months stability studies. Revise the dissolution 
acceptance criterion accordingly and submit an updated sheet of specifications for the drug product. 
  
Thanks. 
  

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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7. Please provide a statement to certify that the components of the drug product container closure 
system comply with the current federal regulations for contact with food products. 

 
If you have any questions, call Cathy Tran-Zwanetz, Regulatory Project Manager, at (301) 796-
3877. 
 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Moo-Jhong Rhee, Ph.D. 
Branch Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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From: Strongin, Brian K 
Sent: Tuesday, January 03, 2012 12:35 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: FW: NDA 202-811 LINZESS Statistical Information Request 
Please see our response to your questions below: 
 
A 2-stage submission is preferred and the sensitivity analyses proposal in the attached email is acceptable. 
 

From: Kunka, Linda [mailto:Linda.Kunka@frx.com]  
Sent: Wednesday, December 28, 2011 3:00 PM 
To: Strongin, Brian K 
Subject: RE: NDA 202-811 LINZESS Statistical Information Request 
 
Dear Brian, 
  
Thank you for your email of December 22, 2011 requesting additional statistical analyses of chronic constipation studies MCP-
103-303 and LIN-MD-01. Addressing items 1, 3, 4, 5 and 7 and aspects of item 2 which are similar in scope to your October 21, 
2011 request for analyses of the IBS-C studies will be straightforward; we will be able to provide you with the results of these 
analyses in approximately 3 weeks. However, sensitivity analyses for the change-from-baseline secondary efficacy endpoints (as 
opposed to responder endpoints), will require additional programming time; we estimate an additional 3 weeks will be required to 
provide updated SAS transport files (item 6) and the corresponding sensitivity analyses (assuming the proposal outlined below is 
acceptable).  
  
We would like to offer 2 options for providing these additional analyses to FDA and would like to know which of these options 
the FDA statisticians would prefer: 
  

1.     A 2-staged approach where we would first submit the results of all analyses except the secondary efficacy endpoint 
sensitivity analyses (in approximately 3 weeks) and secondly, in another 3 weeks, provide the secondary-efficacy-
endpoint sensitivity results and SAS transport files. 

2.     A single-stage approach where we would delay the submission of the all results until the secondary efficacy endpoint 
sensitivity results are available (therefore, approximately 6 weeks for the full submission). 

  
Also, we would like to receive input from the FDA statisticians as to whether the proposal outlined below for the sensitivity 
analyses of the change-from-baseline secondary efficacy endpoints is an acceptable approach.  
  
FDA Request: Item 2. 
  
Perform the following sensitivity analyses for the primary and secondary efficacy endpoints for each study MCP-103-

303 and LIN-MD-01 and two studies combined: 
•         Observed case: exclude subjects from the analysis at a specific time point if the patients have insufficient data 

at that time point. 
•         Complete case: exclude subjects from the analysis at all time points if they have insufficient data at any of the 

time points of analysis. 
•         Worst case: (1) subjects with missing observations at any of the time points of analysis are assume to be 

“failed”; (2) subjects receiving placebo with missing observations at any of the time points of analysis are 
assumed to be a responder, and subjects receiving treatment with missing observations at any of the time points 
of analysis are assumed to be a non-responder. 

•         Imputation using LOCF 
•         Imputation using a model-based, multiple imputation approach (model should be described in the response) 

  
Proposal for Addressing Sensitivity Analyses for the Secondary Efficacy Endpoints in Item 2  
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We propose that, for the sensitivity analyses of the 7 change-from-baseline secondary efficacy endpoints, consistent with the 
primary efficacy endpoint sensitivity analyses, data be excluded at the weekly level, using as the exclusion criterion a patient 
having less than 4 complete IVRS calls in a week. (Note: This criterion of a minimum of 4 complete IVRS calls was also applied 
for the October 21, 2011 statistical analysis request for IBS-C studies MCP-103-302 and LIN-MD-31.) For the sensitivity 
analyses, a patient’s 12-week value will be the score averaged over the 12-week Treatment Period; consistent with the secondary 
efficacy endpoint analyses, the 12-week value will be a weighted average of the 12 Treatment Period weeks, with the weights 
determined by the number of days in that week.  
  
We don’t believe that the Worst Case responder/non-responder imputation proposal (bullet 3 in item 2) is directly applicable for 
the change-from-baseline secondary efficacy endpoints. Instead, for these endpoints, we propose to apply a baseline-observation-
carried-forward (BOCF) imputation method for the missing observations (similar to imputation using LOCF except using BOCF). 
  
Is this proposal for the sensitivity analyses of the secondary efficacy endpoints for studies MCP-103-303 and LIN-MD-01 
acceptable?  
  
Please let me know if you have any questions. 
  
Thanks. 
  
LK 
  
  
  

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Thursday, December 22, 2011 3:29 PM 
To: Kunka, Linda 
Cc: Strongin, Brian K 
Subject: NDA 202-811 LINZESS Statistical Information Request 
  
Please respond to the attached information request letter ASAP.  Thanks. 
  
  
  

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202-811 INFORMATION REQUEST 

 
Forest Laboratories, Inc.  
Attention: Linda Kunka 
Senior Manager, Regulatory Affairs 
Harborside Financial Center, Plaza V 
Jersey City, NJ 07311 
 
Dear Ms. Kunka: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for LINZESS (linaclotide) Capsules, 145 mcg and 290 mcg. 
 
We are reviewing the statistical 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. Provide subgroup analyses for the primary and secondary efficacy endpoints for each study 

MCP-103-303 and Lin-MD-01 for the following subgroups: gender, age, race, and 
geographic region.  

 
2. Perform the following sensitivity analyses for the primary and secondary efficacy endpoints 

for each study MCP-103-303 and Lin-MD-01 and two studies combined: 
• Observed case: exclude subjects from the analysis at a specific time point if the patients 

have insufficient data at that time point. 
• Complete case: exclude subjects from the analysis at all time points if they have 

insufficient data at any of the time points of analysis. 
• Worst case: (1) subjects with missing observations at any of the time points of analysis 

are assume to be “failed”; (2) subjects receiving placebo with missing observations at any 
of the time points of analysis are assumed to be a responder, and subjects receiving 
treatment with missing observations at any of the time points of analysis are assumed to 
be a non-responder. 

• Imputation using LOCF   
• Imputation using a model-based, multiple imputation approach (model should be 

described in the response) 
 

3. For each study MCP-103-303 and Lin-MD-01, and the two studies combined, please perform 
an analysis of weekly responders for complete spontaneous bowel movement (CSBM) by 
week. 
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4. For each study MCP-103-303 and Lin-MD-01, and the two studies combined, please perform 
analyses of monthly responder for CSBM by month.  Monthly responders here are defined as 
subjects who are weekly responders for at least two weeks in a month.  

 
5. For each study MCP-103-303 and Lin-MD-01, and the two studies combined, please perform 

an overall responder analyses for CSBM.  Overall responders here are defined as subjects 
who are monthly responders for at least two out of the three months. 

 
6. Please provide SAS transport files for weekly and monthly data for CSBM for each study 

MCP-103-303 and Lin-MD-01, and two studies combined, along with appropriate data 
definition files. 

 
7. Clarify if having less than four IVRS responses per week is treated as missing/non-

responding for that week in the chronic constipation studies.  If not, a sensitivity analysis 
should be performed for the primary endpoint treating subjects with fewer than four IVRS 
responses per week as non-responders for that weekl. 

 
If you have any questions, call me at (301) 796-1008. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., MBA 
Chief, Project Management Staff 
Division of Gastroenterology and  
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Strongin, Brian K 
Sent: Tuesday, December 20, 2011 1:00 PM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: NDA 202-811 LINZESS Clinical Information Request 
Please send the patient ID numbers, site number, narratives and CRF's for the Terms listed 
below for all linaclotide patients: 
 
Immune system - hypersensitivity, drug hypersensitivity, Anaphylactic reaction. 
Skin and subq - Urticaria 
 
Thanks. 
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From: Strongin, Brian K 
Sent: Friday, December 16, 2011 9:43 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: LINZESS NDA 202-811 Clinical Information Request 
Please submit case report forms and narratives for the IBS-C patients in the list below ASAP.   
 
 
 
 
STUDYID USUBJID AEDECOD AETERM 
LIN-MD-31 LIN-MD-

31.0133110 
Anaemia ANEMIA 

LIN-MD-31 LIN-MD-
31.0133110 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0253134 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0353112 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0383104 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0733119 

Anaemia SEVERE ANEMIA 

LIN-MD-02 LIN-MD-
31.0933101 

Anaemia ANEMIA 

LIN-MD-31 LIN-MD-
31.0953176 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0993111 

Anaemia ANEMIA 

LIN-MD-31 LIN-MD-
31.1163108 

Anaemia ANEMIA 

LIN-MD-31 LIN-MD-
31.1163108 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.1163112 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.1213115 

Anaemia WORSENING 
ANEMIA 

MCP-103-305 MCP-103-
202.208024 

Anaemia ANEMIA 

MCP-103-202 MCP-103-
202.238012 

Anaemia ANEMIA 

MCP-103-302 MCP-103-
302.0362015 

Anaemia ANEMIA 

MCP-103-305 MCP-103-
302.0362041 

Anaemia ANEMIA 

MCP-103-305 MCP-103-
302.0502003 

Anaemia WORSENING OF 
ANEMIA 

MCP-103-305 MCP-103- Anaemia WORSENING OF 
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302.0622011 ANEMIA 
(LOWERING OF 
HCT AND HGB) 

MCP-103-302 MCP-103-
302.0762007 

Anaemia MILD ANEMIA 

MCP-103-302 MCP-103-
302.0942002 

Anaemia WORSENING 
ANEMIA 

MCP-103-302 MCP-103-
302.1282015 

Anaemia ANEMIA 

LIN-MD-02 LIN-MD-
31.0393101 

Faeces discoloured DARK STOOLS 

LIN-MD-31 LIN-MD-
31.0873104 

Faeces discoloured BLACK STOOLS 

MCP-103-202 MCP-103-
202.224011 

Faeces discoloured BLACK STOOLS 

LIN-MD-02 LIN-MD-
31.0363132 

Haematochezia BLOODY STOOLS 

LIN-MD-02 LIN-MD-
31.0463117 

Haematochezia BLOOD IN STOOL 

LIN-MD-02 LIN-MD-
31.0673145 

Haematochezia BLOODY STOOL 

LIN-MD-02 LIN-MD-
31.1343107 

Haematochezia INTERMITTENT 
BLOOD WITH 
STOOL 

MCP-103-202 MCP-103-
202.503003 

Haematochezia HEMATOCHEZIA 

MCP-103-302 MCP-103-
302.0582008 

Haematochezia BLOOD IN STOOL 

MCP-103-305 MCP-103-
302.0632015 

Haematochezia BLOOD IN STOOL 

MCP-103-305 MCP-103-
302.0692037 

Haematochezia BLOOD IN STOOL 

MCP-103-305 MCP-103-
302.0722013 

Haematochezia BLOOD ON 
STOOL 

MCP-103-302 MCP-103-
302.0302004 

Haematocrit 
decreased 

LOW 
HEMATOCRIT 
LEVEL 

MCP-103-305 MCP-103-
302.0602007 

Haematocrit 
decreased 

LOW 
HEMATOCRIT 

MCP-103-305 MCP-103-
302.0852021 

Haematocrit 
decreased 

DECREASE IN 
HCT 

MCP-103-305 MCP-103-
302.0742002 

Haematocrit 
increased 

ELEVATED 
HEMATOCRIT 

LIN-MD-02 LIN-MD-
31.1233119 

Ileus ILEUS 
SECONDARY TO 
NARCOTICS 
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MCP-103-305 MCP-103-
202.260001 

Ileus ILEUS 

MCP-103-305 MCP-103-
302.0382010 

Melaena MELENA 

LIN-MD-31 LIN-MD-
31.0173102 

Occult blood 
positive 

OCCULT BLOOD 
IN STOOL 

MCP-103-305 MCP-103-
202.207003 

Occult blood 
positive 

HEMOCULT 
POSITIVE 
STOOLFOR 
OCCULT BLOOD 

MCP-103-305 MCP-103-
202.256014 

Occult blood 
positive 

HEME POSITIVE 
STOOLS (FECAL 
OCCULT 
POSITIVE) 

LIN-MD-31 LIN-MD-
31.0043117 

Rectal haemorrhage BRIGHT RED 
BLOOD BLOOD 
PER RECTUM 

LIN-MD-02 LIN-MD-
31.0083137 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-02 LIN-MD-
31.0563110 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-31 LIN-MD-
31.0723102 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-31 LIN-MD-
31.0723109 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-02 LIN-MD-
31.0733119 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-02 LIN-MD-
31.0983109 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-02 LIN-MD-
31.1043102 

Rectal haemorrhage RECTAL 
BLEEDING 

LIN-MD-02 LIN-MD-
31.1223110 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
202.220019 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-202 MCP-103-
202.266015 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-202 MCP-103-
202.279010 

Rectal haemorrhage RECTAL 
BLEEDING 
AFTER BOWEL 
MOVEMENTS 

MCP-103-202 MCP-103-
202.287013 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
302.0362011 

Rectal haemorrhage RECTAL 
BLEEDING 
(WORSENING) 
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MCP-103-305 MCP-103-
302.0472011 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
302.0622012 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
302.0642010 

Rectal haemorrhage WORSENING 
RECTAL 
BLEEDING 
RELATED TO 
DIARRHEA 

MCP-103-302 MCP-103-
302.0672013 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-302 MCP-103-
302.0672013 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-302 MCP-103-
302.0692010 

Rectal haemorrhage BLOOD FROM 
RECTUM 

MCP-103-305 MCP-103-
302.0802001 

Rectal haemorrhage WORSENING OF 
RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
302.0872024 

Rectal haemorrhage BLOOD PER 
RECTUM 

MCP-103-302 MCP-103-
302.1282015 

Rectal haemorrhage RECTAL 
BLEEDING 

MCP-103-305 MCP-103-
302.0852021 

Red blood cell count 
decreased 

DECREASE IN 
RBC 
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LIN-MD-01 LIN-MD-
01.0980101 

RECTAL 
BLEEDING 

Rectal haemorrhage 

LIN-MD-02 LIN-MD-
01.0070103 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0070113 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0380101 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0430109 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0520107 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0740101 

ANEMIA Anaemia 

LIN-MD-02 LIN-MD-
01.0110102 

BLACK STOOL Faeces discoloured 

LIN-MD-02 LIN-MD-
01.0870101 

BLACK STOOL Faeces discoloured 

LIN-MD-02 LIN-MD-
01.0610117 

BLOOD IN STOOL Haematochezia 

LIN-MD-02 LIN-MD-
01.0170101 

DECREASED 
HEMATOCRIT 
LEVEL 

Haematocrit 
decreased 

LIN-MD-02 LIN-MD-
01.0740101 

DECREASED 
HEMOGLOBIN LAB 
VALUE 

Haemoglobin 
decreased 

LIN-MD-02 LIN-MD-
01.0170101 

DECREASED 
HEMOGLOBIN 
LEVEL 

Haemoglobin 
decreased 

LIN-MD-02 LIN-MD-
01.0960102 

MELANOSIS COLI Melanosis coli 

LIN-MD-02 LIN-MD-
01.0370104 

RECTAL 
BLEEDING 

Rectal haemorrhage 

LIN-MD-02 LIN-MD-
01.0980109 

RECTAL 
BLEEDING 

Rectal haemorrhage 

LIN-MD-02 LIN-MD-
01.0370104 

RECTAL 
BLEEDING 
SECONDARY TO 
HEMORRHOID 

Haemorrhoidal 
haemorrhage 

LIN-MD-02 LIN-MD-
01.0100103 

TENDER WHOLE 
ABDOMINAL AREA

Abdominal 
tenderness 

LIN-MD-02 LIN-MD-
01.0240104 

WORSENING 
ANEMIA 

Anaemia 

MCP-103-201 MCP-103-
201.008006 

DECREASED 
HEMOGLOBIN 

Haemoglobin 
decreased 

MCP-103-201 MCP-103- ISCHEMIC COLITIS Colitis ischaemic 
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201.020007 
MCP-103-201 MCP-103-

201.031011 
LOW HGB Haemoglobin 

decreased 
MCP-103-303 MCP-103-

303.0133011 
ANEMIA Anaemia 

MCP-103-303 MCP-103-
303.0713002 

BLOOD IN STOOL Haematochezia 

MCP-103-303 MCP-103-
303.0713002 

BLOOD IN STOOL Haematochezia 

MCP-103-303 MCP-103-
303.0713002 

BLOOD IN STOOL Haematochezia 

MCP-103-303 MCP-103-
303.0723011 

BLOOD IN STOOL Haematochezia 

MCP-103-303 MCP-103-
303.0913006 

BLOOD IN STOOL Haematochezia 

MCP-103-303 MCP-103-
303.0153009 

BLOOD WITH 
STOOL 

Haematochezia 

MCP-103-303 MCP-103-
303.0583005 

DARK STOOL Faeces discoloured 

MCP-103-303 MCP-103-
303.0093006 

INCREASED 
RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-303 MCP-103-
303.0063008 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-303 MCP-103-
303.0243007 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-303 MCP-103-
303.0803002 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-303 MCP-103-
303.0873006 

RECTAL 
BLEEDING 
SECONDARY TO 
HEMORRHOIDS 

Haemorrhoidal 
haemorrhage 

MCP-103-303 MCP-103-
303.0693003 

SMALL ANAL 
BLEEDING 

Anal haemorrhage 

MCP-103-303 MCP-103-
303.0913007 

SMALL BLOOD 
DROPLET WITH 
BOWEL 
MOVEMENT 

Haematochezia 

MCP-103-305 MCP-103-
303.0103029 

ANEMIA Anaemia 

MCP-103-305 MCP-103-
303.0253001 

ANEMIA Anaemia 

MCP-103-305 MCP-103-
303.0673007 

ANEMIA Anaemia 

MCP-103-305 MCP-103-
303.1003001 

ANEMIA Anaemia 
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MCP-103-305 MCP-103-
303.1073017 

ANEMIA Anaemia 

MCP-103-305 MCP-103-
303.1103005 

BLACK TARRY 
STOOL 

Melaena 

MCP-103-305 MCP-103-
303.0393029 

BLOOD IN STOOL Haematochezia 

MCP-103-305 MCP-103-
303.0723026 

BLOOD IN STOOL Haematochezia 

MCP-103-305 MCP-103-
201.061002 

BLOOD IN STOOL 
(SCANT AMOUNT) 

Haematochezia 

MCP-103-305 MCP-103-
303.0343015 

DECREASED 
HEMOGLOBIN 10.0 
(NORMAL RANGE 
11.5-15.5) 

Haemoglobin 
decreased 

MCP-103-305 MCP-103-
303.0453013 

LOW 
HEMAGLOBIN 

Haemoglobin 
decreased 

MCP-103-305 MCP-103-
303.0583007 

LOW HEMATOCRIT Haematocrit 
decreased 

MCP-103-305 MCP-103-
303.0583007 

LOW 
HEMOGLOBIN 

Haemoglobin 
decreased 

MCP-103-305 MCP-103-
303.0043007 

MELANOSIS COLI Melanosis coli 

MCP-103-305 MCP-103-
303.0103029 

POSITIVE 
HEMOCCULT 
STOOLS 

Occult blood 
positive 

MCP-103-305 MCP-103-
303.0943017 

POSITIVE 
HEMOCULT 

Occult blood 
positive 

MCP-103-305 MCP-103-
004.02003 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
201.051009 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.0033039 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.0743015 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.0743016 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.0943012 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.1013007 

RECTAL 
BLEEDING 

Rectal haemorrhage 

MCP-103-305 MCP-103-
303.0043005 

WORSENED 
ANEMIA 

Anaemia 

MCP-103-305 MCP-103-
303.0253001 

WORSENING 
ANEMIA 

Anaemia 
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COMBINE THE FOLLOWING AE TERMS FOR REPEAT ANALYSIS 

  
Group 1) Black Stool, Blacks Stools, Black Tarry Stools, Dark Stools, Dark Stool, 
Intermittent Black Stool, Melena,  
 
 
Group 2) Bloody Stools, Bloody Stool, Blood in Stool, Blood on Stool, Heme Positive 
Stools, Hemoocult Positive Stool for Occult, Intermittent Blood in Stool, Intermittent 
Blood with Stool, Occult Blood in Stool, Positive Hemocult Stools, Positive Hemocult, 
Small Blood Droplet in Bowel Movement 
  
Group 3) Bleeding Hemorrhoid,   
 
‘ 
Group 4) Blood in Rectum, Blood Per Rectum, Blood From Rectum, Bright Red Blood 
per Rectum, Hematochezia, Rectal Bleeding, Rectal Bleeding (Worsening), Rectal 
Bleeding After Bowel Movements, Worsening of Rectal Bleeding, Increased Rectal 
Bleeding 
 
 
Group 5) Bowel Obstruction  
 
 
Group 6) Decrease in HCT, Decrease in Hemoglobin, Decrease HGB, Decreased 
Hematocrit. Decreased Hematocrit level, Decreased Hemoglobin, Decreased Hemoglobin 
10, Decrease Hemoglobin Lab Value, Decreased Hemoglobin Level, Low Hemocrit, low 
Hemaglobin, Low Hematocrit, Low Hematocrit Level, Low Hemoglobin, Low HGB, 
Worsening Low Hematocrit, Worsening Low Hemoglobin,  
 
Group 7) Gastroenteritis, Gastroenteitis 
 
Group 8) Ischemic Colitis 
 
Group  9) Melanosis Coli 
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From: Strongin, Brian K 
Sent: Wednesday, December 07, 2011 10:47 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for LINZESS  
Please see the attached clinical information request.   
 
Thank you for your December 5th response to our November 18th information request letter. We 
appreciate the information, however, in light of the large number of cases of rectal bleeding and 
hospital admissions for GI related illness; we are requesting that you analyze this information. 
Please provide a listing of each patient with the following information; patient ID number, site 
number, trial, treatment group (i.e. placebo or dose of linaclotide), number of days on drug, date 
of onset of AE, evaluation of possibility of AE being related to ischemic colitis. Please provide 
narrative summaries for all cases that are possibly or likely related to linaclotide, and any cases of 
probable ischemic colitis in the placebo group. Please provide a summary analysis of all the data 
and an evaluation of the possibility of ischemic colitis being induced by linaclotide. 
 
Thank you, 
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From: Strongin, Brian K 
Sent: Monday, December 05, 2011 9:36 AM 
To: 'Kunka, Linda' 
Cc: Strongin, Brian K 
Subject: NDA 202811 Clinical Information Request 
During a previous conversation regarding your NDA, the Division was informed that you 
have produced a chronic constipation white paper in April of 2009. Please e-mail a copy of that 
paper and follow with a submission to your application.  Thanks. 
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From: Strongin, Brian K 
Sent: Wednesday, November 30, 2011 11:32 AM 
To: 'linda.kunka@frx.com' 
Cc: Strongin, Brian K 
Subject: Clinical and Statistical Information Requests for NDA 202-811, LINZESS  
Please respond to these information requests ASAP.  Thanks. 
 
1. During the review of the Chronic Constipation indication of your application, 
datasets from the pivotal trials submitted in support of your application were combined to 
generate the following table. (Please refer to Table 1 below.) There appeared to be an 
imbalance in the number of study participants in the 145µg and 290µg linaclotide groups 
relative to the placebo group who either were 1) lost to follow-up; 2)withdrew consent; or 
3) experienced an adverse event. There was also a discrepancy the numbers generated 
from the dataset and the numbers reported.   
 
Table 1 Subject Disposition Pivotal Constipation Trials Combined٭  

Reason for 
Withdrawal 

Placebo 
 

145 µ 290 µg 
 

Adverse Event  19 (18)  32 31 
Insufficient Therapeutic 
Response 

12 1 3 

Lost to Follow-Up 4 14 (13)  16 
Other Reasons 5 (4) 3 (2) 2 
Protocol Violation  8 6 (5)  8 (7) 
Withdrawal of Consent 10 18 18 
 Numbers in parentheses are a combination of those reported in the clinical study reports٭
.  
 

There does not appear to be a rationale in the clinical study reports for the imbalances in 
those who were lost to follow-up or withdrew consent. Please provide a rationale for the 
imbalances.  
 
 
2. Please provide an update on the status of your response to the statistical issues 
included in the Filing Communication letter dated October 28, 2011. 
 
Thanks. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA202811  
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Forest Research Institute Inc. 
Attention: Jane L. Watts (RAC) 
Director, Regulatory Affairs-CMC 
 
 
Dear Ms. Jane L. Watts: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Linzess (linaclotide) capsules, 145 mcg and to our 
10/26/2011, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on 11/10/2011, 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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 202811 INFORMATION REQUEST 

 
Forest Laboratories, Inc.  
Attention: Linda Kunka 
Senior Manager, Regulatory Affairs 
Harborside Financial Center, Plaza V 
Jersey City, NJ 07311 
 
Dear Ms. Kunka: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for LINZESS (linaclotide) Capsules, 145 mcg and 290 mcg.  
 
We also refer to the attached table, containing a list of selected Safety Reports submitted to IND 
63,290 for linaclotide capsules.     
 
We are reviewing the clinical 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. 
 
In order to adequately assess the potential adverse events related to Ischemic Colitis, 
please provide the following information ASAP, but no later than December 5, 2011.    
 
1.  Provide a summary of premarketing or post-marketing Safety Reports (if your product is 

marketed overseas) for those patients with Ischemic Colitis and Other Forms of Intestinal 
Ischemia. The case definition may be based on either of the following:  

a. The term “ischemic colitis” is explicitly used in the Safety Report as a possible diagnosis, 
or  

b. The report contains any endoscopic or histologic evidence of ischemic change or 
necrosis. The case definition for intestinal ischemia may also include cases where an 
occlusive process of the proximal large vessel was suggested. The Agency will consider 
proposals for alternative definitions 

2.   Please provide narrative summaries and any available case report forms for the cases 
listed above. 

 
3.   Provide a listing and case report forms  for all patients with the following:   
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a. Rectal hemorrhage identified from AE datasets within your clinical studies. For Rectal 
Hemorrhage you should search for the following terms:  rectal bleeding, rectal 
hemorrhage, bloody stool, hematochezia, lower gastrointestinal bleeding, or melena.  

 
b.   Ileus, bowel obstruction (small or large), colitis, enteritis, gastroenteritis and any other 

GI related diagnoses. 
 

c.  Hospital admissions or emergency room visits, indicating which ones were for GI 
related complaints or diagnosis. 

 
4.  Please review the cases listed in the table in the attachment below, and provide updated 

narratives, CRF’s and follow-up on these patients.   Also provide an opinion about the 
likelihood that each case represented a case of ischemic colitis and provide an assessment of 
the possibility that it was drug related. 

 
If you have any questions, call Brian Strongin, Chief, Regulatory Project Management Staff, at 
(301) 796-1008 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and 
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 
 

ATTACHMENT 
 
Table A – Safety Report Submissions 

Reference ID: 3043413



NDA 202811 
Page 3 
 
 

 

Table A:  Safety Report Submissions 
 

Trial/ 
Site/ 

Patient ID# Diagnosis/ 
Dose 

Initial Safety 
report Date 

 

Comments 

MCP103-305/ 
028 

0542012 IBS-C 
300mg 

9/30/11 Sponsor diagnosis ischemic colitis 

LIN-MD-02/ 
003 

0033120 IBS-C 
150mg 

5/12/11 Reported as ileus, but c/w ischemic 
colitis, biopsy shows ischemia 

LIN-MD-02/ 
076 

0763138 IBS-C & CC 
300mg 

7/22/11and 
6/7/11 

Reported as ileus but appears to be 
recurrent distal SBO in patient with 
no prior surgical Hx. Why? 

MCP103-305 
008 

0085006 IBS-C 
300mg 

5/29/2009 Small bowel ileus. ? drug related 

MCP-103-305 
026 

0262004 IBS-C 
300mg 

11/10/2009 Bloody diarrhea, dx. viral 
gastroenteritis, did flex sig really 
visualize entire left colon to splenic 
flexure 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 202811 
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

 
Ironwood Pharmaceuticals, Inc. 
301 Binney Street 
Cambridge, MA 02142 
 
ATTENTION:  Sarah Lieber 

Associate Director, Regulatory Affairs 
 

Dear Ms. Lieber: 

Please refer to your New Drug Application (NDA), dated and received August 9, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Linaclotide 
Capsules, 145 mcg and 290 mcg. 

We also refer to your correspondence, dated August 22, 2011, received August 22, 2011, 
requesting review of your proposed proprietary name, Linzess. We have completed our review of 
the proposed proprietary name, Linzess, and have concluded that it is acceptable. 

The proposed proprietary name, Linzess, will be re-reviewed 90 days prior to the approval of the 
NDA. 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 August 22, 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 Nitin Patel, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology (OSE), at (301) 796-5412.  For any other information 
regarding this application, contact Brian Strongin, R.Ph., MBA, Chief of Project Management 
Staff for the Division of Gastroenterology and Inborn Errors Products (DGIEP), at (301) 796-
1008. 
 

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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From: Strongin, Brian K 
Sent: Monday, October 31, 2011 9:50 AM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request 
Please clarify the data cut off date that will be used for the 120-day safety update. 
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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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202-811 
 FILING COMMUNICATION 
 
Ironwood Pharmaceuticals, Inc. 
Attention: Sarah Lieber, M.S. 
Associate Director, Regulatory Affairs 
301 Binney Street 
Cambridge, MA 02142 
 
Dear Ms. Lieber: 
 
Please refer to your New Drug Application (NDA) dated August 8, 2011, received  
August 9, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, 
for LINZESS (linaclotide) Capsules, 145 mcg and 290 mcg. 
 
We also refer to your amendments dated August 10, August 22, August 23, and October 7, 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 June 9, 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 April 20, 2012. 
 
During our filing review of your application, we identified the following potential review issues: 
 
Clinical 
 
We could not locate information in your application regarding immunogenicity testing 
performed on LINZESS.   Please clarify what immunogenicity testing has been performed on 
LINZESS or provide the location of this information in your application. 
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Statistical 
 
The following statistical information could not be located in your application:  
 
1. Provide subgroup analyses for primary efficacy endpoints by study for studies MCP-103-

302-CSR-01 and Lin-MD-31. 
2. Perform the following sensitivity analyses for studies MCP-103-302-CSR-01 and Lin-MD-

31. 
Sensitivity analyses for the primary efficacy endpoint should also include: 
• Observed case: exclude subjects from the analysis at a specific time point if  
 the patients have insufficient data at that time point. 
• Complete case: exclude subjects from the analysis at all time points if they have 

insufficient data at any of the time points of analysis. 
• Worst case: (1) subjects with missing observations at any of the time points of analysis 

are assume to be “failed”; (2) subjects receiving placebo with missing observations at any 
of the time points of analysis are assumed to be a responder, and subjects receiving 
treatment with missing observations at any of the time points of analysis are assumed to 
be a non-responder. 

• LOCF analysis  
• Multiple imputation 

3. Please perform analysis of weekly responders for abdominal pain and complete spontaneous 
bowel movement (CSBM), abdominal pain alone, and CSBM alone by week. 

4. For studies MCP-103-302-CSR-01 and Lin-MD-31, please perform analyses of monthly 
responder for abdominal pain and CSBM, abdominal pain alone, and CSBM alone by month. 
Monthly responders are defined as subjects who are weekly responders for at least 2 weeks in 
a month.  

5. For studies MCP-103-302-CSR-01 and Lin-MD-31, please perform overall responder 
analyses for abdominal pain and CSBM, abdominal pain alone, and CSBM alone. Overall 
responders are defined subjects who are monthly responders for at least two out of any three 
months (Lin-MD-31) and at least four of any six months (MCP-103-302-CSR-01).  

6. Please provide SAS transport file for weekly and monthly data for abdominal pain and 
CSBM, abdominal pain alone, and CSBM alone per study for studies MCP-103-302-CSR-01 
and Lin-MD-31. 

 
Quality - Biopharmaceutics 
 
The following biopharmaceutics information could not be located in your application: 
 
1. Provide information on the pH solubility profile of Linaclotide. The report should include 

solubility data for the drug substance covering the entire physiological pH range.   
2. Conduct testing and provide data to demonstrate the discriminating capability of the selected 

dissolution method. The provided data do not support the discriminating ability of the 
selected method.  
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3. Submit the report including the complete dissolution profile data (individual, mean, SD, 
profiles) collected during the development and validation of the proposed dissolution 
method. 

4. Provide the complete dissolution profile data (raw data and mean values) from the clinical 
and primary stability batches supporting the selection of the dissolution acceptance criterion 
(i.e., specification-sampling time point and specification value). 

 
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. 
 
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. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for constipation 

 irritable bowel syndrome (IBS-C) patients younger than 6 years of age and for 
chronic constipation (CC) patients younger than six months of age.  Once we have reviewed your 
request, we will notify you if the partial waiver requests are denied. 
 
We acknowledge receipt of your request for a partial deferral of pediatric studies for IBS-C 
patients ages to 17 years and CC patients ages  to 17 years.  Once we have reviewed 
your requests, we will notify you if the partial deferral requests are denied. 
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If you have any questions, call Brian Strongin, R.Ph., MBA, Chief, Regulatory Project 
Management Staff, at (301) 796-1008. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and 
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Strongin, Brian K
To: "Sarah Lieber"; 
cc: Strongin, Brian K; 
Subject: FW: Site selection for NDA 202-811 linaclotide
Date: Thursday, October 20, 2011 11:18:17 AM

Please provide Dr. Horn's CV, phone number and fax for his clinical trial site at 
the address below.  Please send the phone number and fax ASAP.  Thanks.

______________________________________________ 

Site 95 in trial LIN-MD-31  
Horn, Curtis  
303 West Sunset Road  
Suite 102  
San Antonio, TX 78209  
US 
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From: Strongin, Brian K 
Sent: Monday, October 17, 2011 1:48 PM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: FW: Information Request for NDA 202-811 LINZESS 
 
We have the following information request in response to your October 14, 2011 e-mail below:    
 
Given your response, the discrepancy between the ISS datasets patient number and the reported 
safety patient number cannot be explained. In the ADSL data, there is 4803 records for safety 
population and 4752 if excluding the duplicate subjects. However, in the ISS reports, you claim 
that only 4370 patients are included in the safety data. Please address the difference and help us 
identify the patients included in the reports. 

 

From: Sarah Lieber [mailto:slieber@ironwoodpharma.com]  
Sent: Friday, October 14, 2011 4:53 PM 
To: Strongin, Brian K 
Subject: RE: Information Request for NDA 202-811 LINZESS - Response to Item#4 of October 
12, 2011 Request 
 

Hi Brian, 

Here is our response to your October 12, 2011 email request item #4. I hope this response 
addresses the reviewer’s request. Feel free to contact me if you need any additional 
information.  

Thank you. 

Best regards, 

Sarah  

FDA Request #4: We noticed that the duplicate subjects have multiple entries in the 
ISE and ISS datasets. Those entries are not readily identifiable to us. Please either add 
a variable/index to facilitate the identification of these subjects and/or entries, or help 
locate such a variable/index in the datasets. 

Sponsor Response: Within each of the ISS/ISE datasets, there is a variable called 
DUPPATID that identifies records that are associated with duplicate patients. The 
possible values of DUPPATID are 1 to 25 (with each number representing a duplicate 
patient) and null (representing non-duplicate patients).  

For example, Duplicate Patient 6 (DUPPATID=6) originally enrolled in Study MCP-103-
202 with a unique subject identifier (USUBJID) of MCP-103-202.281002, and later 
enrolled in Study LIN-MD-01 with a USUBJID of LIN-MD-01.0160101. In any given 
ISS dataset, some records are associated with USUBJID MCP-103-202.281002, and the 
rest are associated with USUBJID LIN-MD-01.0160101. However, all records for this 
patient are flagged with a DUPPATID=6. Detailed mapping of DUPPATID numbers and 
USUBJID numbers in the individual linaclotide studies can be found in Section 16.6 of 
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the ISS SAP (Amendment 2, dated April 6, 2011). 

To select data in an ISS/ISE dataset for patients who are not duplicate patients, one can 
simply subset the data using this SAS code: “Where DUPPATID=.”. To view all data for 
duplicate patients, subset the data using this SAS code: “Where DUPPATID ^= .”.  

In order to implement the rules for handling data of the duplicate patients specified in the 
ISS and ISE SAPs, we used a set of 10 variables to identify duplicate-patient data to be 
included in the integrated efficacy/safety analyses of various groups. These variables are 
DG1CCFL, DG1IBSFL, DG1OAFL, DG2FL, DG3CCFL, DG3IBSFL, DG3OAFL, 
DG4CCFL, DG4IBSFL, and DG4OAFL. Please refer to sections 6.1 and 16.6 of the ISS 
SAP (Amendment 2, dated April 6, 2011), Section 8.0 of the CC ISE SAP (Amendment 
2, dated May 13, 2011), and Section 8.0 of the IBS-C ISE SAP (Amendment 1, dated 
May 13, 2011) for data handling of duplicate patients. Provided in the following table are 
explanations of these 10 variables used for handling data of the duplicate patients in the 
ISS/ISE datasets. Further information about these variables can be found in the Data 
Definition Tables (define.pdf) of the ISS and ISE.  

le Name Label Values 

CFL  
Duplicate Patient 
Group 1 CC 
Analysis Flag  

DG1CCFL = Y if the duplicate patient data entry was included in the Group 1 CC ISS/ISE analyse

DG1CCFL = N if the duplicate patient data entry was not included in the Group 1 CC ISS/ISE ana

DG1CCFL = null if the data entry does not belong to a duplicate patient.  

SFL  
Duplicate Patient 
Group 1 IBS-C 
Analysis Flag  

DG1IBSFL = Y if the duplicate patient data entry was included in the Group 1 IBS-C ISS/ISE ana

DG1IBSFL = N if the duplicate patient data entry was not included in the Group 1 IBS-C ISS/ISE
analyses;  

DG1IBSFL = null if the data entry does not belong to a duplicate patient.  

AFL  
Duplicate Patient 
Group 1 Overall 
Analysis Flag  

DG1OAFL = Y if the duplicate patient data entry was included in the Group 1 CC+IBS-C ISS/ISE
analyses;  

DG1OAFL = N if the duplicate patient data entry was not included in the Group 1 CC+IBS-C ISS
analyses;  

DG1OAFL = null if the data entry does not belong to a duplicate patient.  

L  
Duplicate Patient 
Group 2 Analysis 
Flag  

DG2FL = Y if the duplicate patient data entry was included in the Group 2 ISS analyses;  

DG2FL = N if the duplicate patient data entry was not included in the Group 2 ISS analyses;  

DG2FL = null if the data entry does not belong to a duplicate patient.  

CFL  
Duplicate Patient 
Group 3 CC 
Analysis Flag  

DG3CCFL = Y if the duplicate patient data entry was included in the Group 3 CC ISS/ISE analyse

DG3CCFL = N if the duplicate patient data entry was not included in the Group 3 CC ISS/ISE ana
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DG3CCFL = null if the data entry does not belong to a duplicate patient.  

SFL  
Duplicate Patient 
Group 3 IBS-C 
Analysis Flag  

DG3IBSFL = Y if the duplicate patient data entry was included in the Group 3 IBS-C ISS/ISE ana

DG3IBSFL = N if the duplicate patient data entry was not included in the Group 3 IBS-C ISS/ISE
analyses;  

DG3IBSFL = null if the data entry does not belong to a duplicate patient.  

AFL  
Duplicate Patient 
Group 3 Overall 
Analysis Flag  

DG3OAFL = Y if the duplicate patient data entry was included in the Group 3 CC+IBS-C ISS/ISE
analyses;  

DG3OAFL = N if the duplicate patient data entry was not included in the Group 3 CC+IBS-C ISS
analyses;  

DG3OAFL = null if the data entry does not belong to a duplicate patient.  

CFL  
Duplicate Patient 
Group 4 CC 
Analysis Flag  

DG4CCFL = Y if the duplicate patient data entry was included in the Group 4 CC ISS analyses;  

DG4CCFL = N if the duplicate patient data entry was not included in the Group 4 CC ISS analyse

DG4CCFL = null if the data entry does not belong to a duplicate patient.  

SFL  
Duplicate Patient 
Group 4 IBS-C 
Analysis Flag  

DG4IBSFL = Y if the duplicate patient data entry was included in the Group 4 IBS-C ISS analyse

DG4IBSFL = N if the duplicate patient data entry was not included in the Group 4 IBS-C ISS anal

DG4IBSFL = null if the data entry does not belong to a duplicate patient.  

AFL  
Duplicate Patient 
Group 4 Overall 
Analysis Flag  

DG4OAFL = Y if the duplicate patient data entry was included in the Group 4 CC+IBS-C ISS ana

DG4OAFL = N if the duplicate patient data entry was not included in the Group 4 CC+IBS-C ISS
analyses;  

DG4OAFL = null if the data entry does not belong to a duplicate patient.  

hronic Constipation; IBS-C = Irritable Bowel Syndrome with Constipation; ISE = Integrated Summary of Efficacy; ISS = Integ
ry of Safety; please refer to Section 5.0 of the ISS SAP Amendment 2 for the definition of groups 1-4. 

 
 
 
______________________________________________  
From:  Strongin, Brian K   
Sent: Wednesday, October 12, 2011 5:02 PM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Information Request for NDA 202-811 LINZESS 
 
Here is another statistical information request: 
 
1.   Please submit separate IBS and CC data sets for all data sets. 
2.  Please add values of “Weekly Number of Days with Complete Diary” and “Weekly 
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Number of Days with Diary Entries” in the efficacy datasets adeff.xpt. 
3.  Please transpose the efficacy datasets adeff.xpt by subjects so each study subject only 
has one row entry in the dataset. 
4.  We noticed that the duplicate subjects have multiple entries in the ISE and ISS datasets.  
Those entries are not readily identifiable to us.  Please either add a variable/index to facilitate the 
identification of  these subjects and/or entries, or help locate such a variable/index in the 
datasets. 
5. To facilitate our review, please submit programs used to generate derived datasets and 
those for the primary and key secondary analyses. 
 
 
Thanks and let me know if you have any questions. 
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The first approach would be to follow the current standard of a maximum of 8 characters for variable 
names. The second approach would employ variable names longer than 8 characters. The disadvantage 
to the first approach is that the variable names would be difficult to interpret, although there would be 
descriptive variable labels. Using the second approach the variable names would be readily interpretable, 
but a non-standard method for creating and extracting the SAS datasets (proc cport/cimport) would be 
necessary. The specific conventions for the variable-­naming using approach 1 and the general method 
for approach 2 are attached in a Word document (options for naming conventions for ADEFFSL.doc). 
 
The ISS datasets requested in item 1 (which provided clarification of your request from September 28th) 
is being prepared for submission and will be sent within a week. The additional requested datasets will 
be prepared based on your response to this email.  When we receive your input, we will provide you with 
an estimated timeline for the submission of these additional datasets.
 
Feel free to contact me if you have any questions.
 
Best regards,
Sarah 
 
Sarah Rhee Lieber, MS 
Associate Director, Regulatory Affairs 
Ironwood Pharmaceuticals  301 Binney Street  Cambridge, MA 02142 
Office: 617-621-8405
Cell: 
Fax: 617-812-5946   
slieber@ironwoodpharma.com
 

From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Wednesday, October 12, 2011 5:02 PM 
To: Sarah Lieber 
Cc: Strongin, Brian K 
Subject: Information Request for NDA 202-811 LINZESS
 
Here is another statistical information request:
 
1.       Please submit separate IBS and CC data sets for all data sets.
2.       Please add values of “Weekly Number of Days with Complete Diary” and “Weekly Number of Days 
with Diary Entries” in the efficacy datasets adeff.xpt.
3.       Please transpose the efficacy datasets adeff.xpt by subjects so each study subject only has one row 
entry in the dataset.
4.       We noticed that the duplicate subjects have multiple entries in the ISE and ISS datasets.  Those 
entries are not readily identifiable to us.  Please either add a variable/index to facilitate the identification 
of     these subjects and/or entries, or help locate such a variable/index in the datasets.
5.      To facilitate our review, please submit programs used to generate derived datasets and those for the 
primary and key secondary analyses.
 

file:///C|/Documents%20and%20Settings/stronginb/...02-811%20LINZESS%20Response%20To%20STAT%20IR htm (2 of 3) [10/14/2011 7:13:19 PM]
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Thanks and let me know if you have any questions.
 
 
 

This email message and any attachments are intended for the 
exclusive use of the addressee(s) and may contain confidential 
or privileged information. If you are not the intended recipient, 
please notify Ironwood Pharmaceuticals immediately - by either 
replying to this message or calling (617) 621-7722 - and destroy 
all copies of this message and any attachments.  
Thank you for your cooperation. 
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From: Strongin, Brian K 
Sent: Wednesday, October 12, 2011 5:02 PM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Information Request for NDA 202-811 LINZESS 
Here is another statistical information request: 
 
1.   Please submit separate IBS and CC data sets for all data sets. 
2.  Please add values of “Weekly Number of Days with Complete Diary” and “Weekly 
Number of Days with Diary Entries” in the efficacy datasets adeff.xpt. 
3.  Please transpose the efficacy datasets adeff.xpt by subjects so each study subject only 
has one row entry in the dataset. 
4.  We noticed that the duplicate subjects have multiple entries in the ISE and ISS datasets.  
Those entries are not readily identifiable to us.  Please either add a variable/index to facilitate the 
identification of  these subjects and/or entries, or help locate such a variable/index in the 
datasets. 
5. To facilitate our review, please submit programs used to generate derived datasets and 
those for the primary and key secondary analyses. 
 
 
Thanks and let me know if you have any questions. 
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From: Strongin, Brian K 
Sent: Monday, October 03, 2011 9:36 AM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202811 Linzess 
 
I have another information request: 
 
 Subject level data was submitted only for the double-blind, phase 2 chronic 
constipation studies.   Please submit these data for the phase 2 IBS-C dose 
ranging studies, or tell us where it is located.    
 
Also,  I'm still trying to fine the answer to your question below.  I'll get 
back to you as soon as I can.   
 
 Thanks. 
 
 
 
-------------------------------------------------------------------------------- 
 
 
From: Sarah Lieber [mailto:slieber@ironwoodpharma.com]  
Sent: Wednesday, September 28, 2011 1:10 PM 
To: Strongin, Brian K 
Subject: RE: Clinical Information Request for NDA 202811 Linzess 
 
 
 
Dear Brian, 
 
  
 
We are happy to provide divided ADAE datasets as requested in your email. We 
would like, however, to highlight that the ISS ADAE dataset (located in Module 
5.3.5.3) contains an indicator variable named DISEASE. For every record in ADAE, 
this variable indicates whether a patient enrolled as an IBS-C patient or as a 
patient with chronic constipation. The 2 values for DISEASE are “IBS-C” and 
‘Chronic Constipation”. This variable is included in all 10 ISS safety datasets: 
ADAE, ADCM, ADEG_TRI, ADEGG1, ADEGG3, ADLBG1, ADLBG3, ADMH, ADSL and ADVS. 
 
  
 
Please let us know whether this variable will be sufficient for the Agency’s 
needs, or whether you would prefer to have us proceed with dividing the ADAE 
dataset into two datasets, one for IBS-C, and another for chronic constipation. 
If would prefer to have us divide ADAE into two datasets, would you like each of 
the 10 ISS safety datasets divided into 2 datasets?  
 
  
 
Please let me know the Agency’s preference.  If you would like the datasets to 
be separated, we will prepare the datasets and submit as soon as possible. 
 
Thank you. 
 
  

Reference ID: 3023708



 
Best regards, 
 
Sarah  
 
  
 
Sarah Rhee Lieber, M.S. 
Associate Director, Regulatory Affairs  
Ironwood Pharmaceuticals  320 Bent Street  Cambridge, MA 02141 
 
T: 617.621.8405  F: 617.494.0908  www.ironwoodpharma.com 
 
  
 
  
 
From: Strongin, Brian K [mailto:Brian.Strongin@fda.hhs.gov]  
Sent: Wednesday, September 28, 2011 9:43 AM 
To: Sarah Lieber 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for NDA 202811 Linzess 
 
  
 
  
 
The ADAE dataset located in Module 5.3.5.3.25.3.1 contains efficacy and safety 
study data for both the IBS-C and chronic constipation(CC) indications combined.  
 
Please submit safety datasets that contains only data from efficacy and safety 
studies for IBS-C and CC individually. If these data sets have been submitted, 
please provide the location. 
 
  
 
  
 
  
 
  
 
This email message and any attachments are intended for theexclusive use of the 
addressee(s) and may contain confidentialor privileged information. If you are 
not the intended recipient,please notify Ironwood Pharmaceuticals immediately - 
by eitherreplying to this message or calling (617) 621-7722 - and destroyall 
copies of this message and any attachments. Thank you for your cooperation. 
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From: Strongin, Brian K 
Sent: Wednesday, September 28, 2011 9:43 AM 
To: 'Sarah Lieber' 
Cc: Strongin, Brian K 
Subject: Clinical Information Request for  NDA 202811 Linzess 
 
The ADAE dataset located in Module 5.3.5.3.25.3.1 contains efficacy and safety study data for 
both the IBS-C and chronic constipation(CC) indications combined.  
Please submit safety datasets that contains only data from efficacy and safety studies for IBS-C 
and CC individually. If these data sets have been submitted, please provide the location. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202-811  

NDA ACKNOWLEDGMENT 
 
Ironwood Pharmaceuticals, Inc. 
Attention:  Mark Currie 
Vice President Research and Development 
Chief Scientific Officer 
301 Binney Street 
Cambridge, MA 02142 
 
Dear Mr. Currie: 
 
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: LINZESS (linaclotide) Capsules, 145 mcg and 290 mcg 
 
Date of Application: August 9, 2012 
 
Date of Receipt: August 9, 2012 
 
Our Reference Number:  NDA 202-811 
 
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 October 8, 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. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
 
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: 
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Page 2 
 
 

 

 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Gastroenterology and Inborn Errors 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) 796-1008. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., MBA 
Division of Gastroenterology and 
Inborn Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DSI Pre-NDA/BLA Request  1 
NDA 202-811 

 

The Office of Scientific Investigations (OSI) requests that the following items be 
provided to facilitate development of clinical investigator and sponsor/monitor/CRO 
inspection assignments, and the background packages that are sent with those 
assignments to the FDA field investigators who conduct the inspections (Item I and II).   

The dataset that is requested as per Item III below, is for use in a clinical site 
selection model that is being piloted in CDER.  Electronic submission of site level 
datasets will facilitate the timely selection of appropriate clinical sites for FDA inspection 
as part of the application and/or supplement review process.   

This request also provides instructions for where OSI requested items should be placed 
within an eCTD submission (Attachment 2, Technical Instructions: Submitting 
Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format). 

 

I. Request for general study related information and specific Clinical Investigator 
information (if items are provided elsewhere in submission, describe location or 
provide link to requested information). 

 
1. Please include the following information in a tabular format in the original NDA 

for each of the completed Phase 3 clinical trials: 
a. Site number 
b. Principal investigator 
c. Site Location: Address (e.g. Street, City, State, Country) and contact 

information (i.e., phone, fax, email) 
d. Current Location of Principal Investigator (if no longer at Site): Address (e.g. 

Street, City, State, Country) and contact information (i.e., phone, fax, email) 
 
2. Please include the following information in a tabular format by site in the original 

NDA for each of the completed Phase 3 clinical trials: 
a. Number of subjects screened for each site by site 
b. Number of subjects randomized for each site by site 
c. Number of subjects treated who prematurely discontinued for each site by site  

 
3. Please include the following information in a tabular format in the NDA for each 

of the completed Phase 3 clinical trials: 
a. Location of Trial Master File [actual physical site(s) where documents are 

maintained and would be available for inspection] 
b. Name, address and contact information of all CROs used in the conduct of the 

clinical trials 
c. The location (actual physical site where documents are maintained and would 

be available for inspection) for all source data generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies 

d. The location (actual physical site where documents are maintained and would 
be available for inspection) of sponsor/monitor files (e.g. monitoring master 
files, drug accountability files, SAE files, etc.) 

 
4. For each pivotal trial provide a sample annotated Case Report Form (if items are 

provided elsewhere in submission, please describe location or provide a link to 
requested information). 
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DSI Pre-NDA/BLA Request  2 
NDA 202-811 

 

5. For each pivotal trial provide original protocol and all amendments (if items are 
provided elsewhere in submission, please describe location or provide a link to 
requested information). 

 
II. Request for Subject Level Data Listings by Site 

1. \For each pivotal trial: Site-specific individual subject data (“line”) listings.  For 
each site provide line listings for: 
a. Listing for each subject/number screened and reason for subjects who did not 

meet eligibility requirements 
b. Subject listing for treatment assignment (randomization) 
c. Subject listing of drop-outs and subjects that discontinued with date and 

reason 
d. Evaluable subjects/ non-evaluable subjects and reason not evaluable 
e. By subject listing of eligibility determination (i.e., inclusion and exclusion 

criteria) 
f. By subject listing, of AEs, SAEs, deaths and dates 
g. By subject listing of protocol violations and/or deviations reported in the 

NDA, description of the deviation/violation 
h. By subject listing of the primary and secondary endpoint efficacy parameters 

or events.  For derived or calculated endpoints, provide the raw data listings 
used to generate the derived/calculated endpoint. 

i. By subject listing of concomitant medications (as appropriate to the pivotal 
clinical trials) 

j. By subject listing, of laboratory tests performed for safety monitoring 
 

2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 
study using the following format: 
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NDA 202-811 

 

III. Request for Site Level Dataset: 
 
OSI is piloting a risk based model for site selection. Electronic submission of site level 
datasets will facilitate the timely selection of appropriate clinical sites for FDA inspection 
as part of the application and/or supplement review process.  Please refer to Attachment 
1, “Summary Level Clinical Site Data for Data Integrity Review and Inspection Planning 
in NDA and BLA Submissions” for further information. We request that you provide a 
dataset, as outlined, which includes requested data for each pivotal study submitted in 
your application. 
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Attachment 1 

1 Summary Level Clinical Site Data for Data Integrity Review and Inspection 
Planning in NDA and BLA Submissions 

1.1 Introduction 

The purpose of this pilot for electronic submission of a single new clinical site dataset 
is to facilitate the timely selection of appropriate clinical sites for FDA inspection as 
part of the application and/or supplement review process in support of the evaluation 
of data integrity.   

1.2 Description of the Summary level clinical site dataset 

The summary level clinical site data are intended (1) to clearly identify individual 
clinical investigator sites within an application or supplement, (2) to specifically 
reference the studies to which those clinical sites are associated, and (3) to present the 
characteristics and outcomes of the study at the site level.   
 
For each study used to support efficacy, data should be submitted by clinical site and 
treatment arm for the population used in the primary analysis to support efficacy.  As 
a result, a single clinical site may contain multiple records depending on the number 
of studies and treatment arms supported by that clinical site.   
 
The site-level efficacy results will be used to support site selection to facilitate the 
evaluation of the application.  To this end, for each study used to support efficacy, the 
summary level clinical site dataset submission should include site-specific efficacy 
results by treatment arm and the submission of site-specific effect sizes.  
 
The following paragraphs provide additional details on the format and structure of the 
efficacy related data elements.  

 

Site-Specific Efficacy Results 

For each study and investigator site, the variables associated with efficacy and their 
variable names are: 

• Treatment Efficacy Result (TRTEFFR) – the efficacy result for each primary 
endpoint, by treatment arm (see below for a description of endpoint types and a 
discussion on how to report this result) 

• Treatment Efficacy Result Standard Deviation (TRTEFFS) – the standard 
deviation of the efficacy result (treatEffR) for each primary endpoint, by treatment 
arm  

• Site-specific Efficacy Effect Size (SITEEFFE) – the effect size should be the 
same representation as reported for the primary efficacy analysis 

• Site-specific Efficacy Effect Size Standard Deviation (SITEEFFS) – the standard 
deviation  of the site-specific efficacy effect size (SITEEFFE) 
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• Endpoint (endpoint) – a plain text label that describes the primary endpoint as 
described in the Define file data dictionary included with each application. 

• Treatment Arm (ARM) – a plain text label for the treatment arm that is used in the 
Clinical Study Report. 

In addition, for studies whose primary endpoint is a time-to-event endpoint, include 
the following data element: 

• Censored Observations (CENSOR) –the number of censored observations for the 
given site and treatment. 

If a study does not contain a time-to-event endpoint, record this data element as a 
missing value. 

 
To accommodate the variety of endpoint types that can be used in analyses please 
reference the below endpoint type definitions when tabulating the site-specific 
efficacy result variable by treatment arm, “TRTEFFR.”   
 

• Discrete Endpoints – endpoints consisting of efficacy observations that can take 
on a discrete number of values (e.g., binary, categorical).  Summarize discrete 
endpoints by an event frequency (i.e., number of events), proportion of events, or 
similar method at the site for the given treatment. 

• Continuous Endpoints – endpoints consisting of efficacy observations that can 
take on an infinite number of values.  Summarize continuous endpoints by the mean 
of the observations at the site for the given treatment.   

• Time-to-Event Endpoints – endpoints where the time to occurrence of an event is 
the primary efficacy measurement.  Summarize time-to-event endpoints by two data 
elements:  the number of events that occurred (TRTEFFR) and the number of 
censored observations (CENSOR). 

• Other – if the primary efficacy endpoint cannot be summarized in terms of the 
previous guidelines, a single or multiple values with precisely defined variable 
interpretations should be submitted as part of the dataset. 

In all cases, the endpoint description provided in the “endpoint” plain text label 
should be expressed clearly to interpret the value provided in the (TRTEFFR) 
variable.   
 
The site efficacy effect size (SITEEFFE) should be summarized in terms of the 
primary efficacy analysis (e.g., difference of means, odds ratio) and should be defined 
identically for all records in the dataset regardless of treatment.   
 

The Define file for the dataset is presented in Exhibit 1: Table 1 Clinical Site Data 
Elements Summary Listing (DE).  A sample data submission for the variables identified 
in Exhibit 1 is provided in Exhibit 2.  The summary level clinical site data can be 
submitted in SAS transport file format (*.xpt).  
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Exhibit 1: Table 1 Clinical Site Data Elements Summary Listing (DE) 

Variable 
Index 

Variable 
Name Variable Label Type

Controlled 
Terms or 
Format 

Notes or Description Sample Value 

1 STUDY Study Number Char String Study or trial identification number. ABC-123 

2 STUDYTL Study Title Char String Title of the study as listed in the clinical study report (limit 200 characters) Double blind, 
randomized 
placebo controlled 
clinical study on the 
influence of drug X 
on indication Y 

3 DOMAIN Domain Abbreviation Char String Two-character identification for the domain most relevant to the observation.  The 
Domain abbreviation is also used as a prefix for the variables to ensure uniqueness when 
datasets are merged. 

DE 

4 SPONNO Sponsor Number Num Integer Total number of sponsors throughout the study.  If there was a change in the sponsor 
while the study was ongoing, enter an integer indicating the total number of sponsors.  If 
there was no change in the sponsor while the study was ongoing, enter “1”. 

1 

5 SPONNAME Sponsor Name Char String Full name of the sponsor organization conducting the study at the time of study 
completion, as defined in 21 CFR 312.3(a).  

DrugCo, Inc. 

6 IND   IND Number Num 6 digit 
identifier  

Investigational New Drug (IND) application number. If study not performed under IND, 
enter -1. 

010010 

7 UNDERIND Under IND Char String Value should equal "Y" if study at the site was conducted under an IND and "N" if study 
was not conducted under an IND (i.e., 21 CFR 312.120 studies). 

Y 

8 NDA NDA Number Num 6 digit 
identifier  

FDA new drug application (NDA) number, if available/applicable.  If not applicable, enter -
1. 

021212 

9 BLA BLA Number Num 
 

6 digit 
identifier  

FDA identification number for biologics license application, if available/applicable.  If not 
applicable, enter -1. 

123456 

10 SUPPNUM Supplement Number Num Integer  Serial number for supplemental application, if applicable.  If not applicable, enter -1. 4 

11 SITEID Site ID Char String Investigator site identification number assigned by the sponsor. 50 

12 ARM Treatment Arm Char String Plain text label for the treatment arm as referenced in the clinical study report (limit 200 
characters). 

Active (e.g., 25mg), 
Comparator drug 
product name (e.g., 
Drug x), or Placebo 

13 ENROLL Number of Subjects 
Enrolled 

Num Integer Total number of subjects enrolled at a given site by treatment arm. 20 

14 SCREEN Number of Subjects 
Screened 

Num Integer Total number of subjects screened at a given site. 100 
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Variable 
Index 

Variable 
Name Variable Label Type

Controlled 
Terms or 
Format 

Notes or Description Sample Value 

15 DISCONT Number of Subject 
Discontinuations 

Num Integer Number of subjects discontinuing from the study after being enrolled at a site by 
treatment arm as defined in the clinical study report. 

5 

16 ENDPOINT Endpoint  Char String Plain text label used to descr be the primary endpoint as described in the Define file 
included with each application (limit 200 characters). 

Average increase in 
blood pressure 

17 ENDPTYPE Endpoint Type Char String Variable type of the primary endpoint (i.e., continuous, discrete, time to event, or other). Continuous 

18 TRTEFFR Treatment Efficacy 
Result 

Num Floating Point Efficacy result for each primary endpoint by treatment arm at a given site. 0, 0.25, 1, 100 

19 TRTEFFS Treatment Efficacy 
Result Standard 
Deviation 

Num 
 

Floating Point Standard deviation of the efficacy result (TRTEFFR) for each primary endpoint by 
treatment arm at a given site. 

0.065 

20 SITEEFFE Site-Specific Efficacy 
Effect Size 

Num Floating Point Site effect size with the same representation as reported for the primary efficacy analysis. 0, 0.25, 1, 100 

21 SITEEFFS Site-Specific Efficacy 
Effect Size Standard 
Deviation 

Num Floating Point Standard deviation of the site-specific efficacy effect size (SITEEFFE). 0.065 

22 CENSOR Censored 
Observations 

Num Integer Number of censored observations at a given site by treatment arm.  If not applicable, 
enter -1. 

5 

23 NSAE Number of Non-
Serious Adverse 
Events 

Num Integer Total number of non-serious adverse events at a given site by treatment arm.  This value 
should include multiple events per subject and all event types (i.e., not limited to only 
those that are deemed related to study drug or treatment emergent events). 

10  

24 SAE Number of Serious 
Adverse Events 

Num Integer Total number of serious adverse events excluding deaths at a given site by treatment 
arm.  This value should include multiple events per subject. 

5 

25 DEATH Number of Deaths  Num Integer Total number of deaths at a given site by treatment arm. 1   

26 PROTVIOL Number of Protocol 
Violations 

Num 
 

Integer Number of protocol violations at a given site by treatment arm as defined in the clinical 
study report.  This value should include multiple violations per subject and all violation 
type (i.e., not limited to only significant deviations). 

20  

27 FINLMAX Maximum Financial 
Disclosure Amount 

Num Floating Point Maximum financial disclosure amount ($USD) by any single investigator by site.  Under 
the applicable regulations (21 CFR Parts 54, 312, 314, 320, 330, 601, 807, 812, 814, and 
860). If unable to obtain the information required to the corresponding statements, enter -
1. 

20000.00 

28 FINLDISC Financial Disclosure 
Amount 

Num Floating Point Total financial disclosure amount ($USD) by site calculated as the sum of disclosures for 
the principal investigator and all sub-investigators to include all required parities. Under 
the applicable regulations (21 CFR Parts 54, 312, 314, 320, 330, 601, 807, 812, 814, and 
860). If unable to obtain the information required to the corresponding statements, enter -
1.  

25000.00 
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Variable 
Index 

Variable 
Name Variable Label Type

Controlled 
Terms or 
Format 

Notes or Description Sample Value 

29 LASTNAME Investigator Last 
Name 

Char String Last name of the investigator as it appears on the FDA 1572.  Doe 

30 FRSTNAME Investigator First 
Name 

Char String First name of the investigator as it appears on the FDA 1572. John 

31 MINITIAL Investigator Middle 
Initial 

Char String Middle initial of the investigator, if any, as it appears on the FDA 1572. M 

32 PHONE Investigator Phone 
Number 

Char String Phone number of the primary investigator. Include country code for non-US numbers. 44-555-555-5555 

33 FAX Investigator Fax 
Number 

Char String Fax number of the primary investigator. Include country code for non-US numbers. 44-555-555-5555 

34 EMAIL Investigator Email 
Address 

Char String Email address of the primary investigator. john.doe@mail.com

35 COUNTRY Country Char ISO 3166-1-
alpha-2  

2 letter ISO 3166 country code in which the site is located. US 

36 STATE State  Char String Unabbreviated state or province in which the site is located.  If not applicable, enter NA. Maryland 

37 CITY City Char String Unabbreviated city, county, or village in which the site is located. Silver Spring 

38 POSTAL Postal Code Char String Postal code in which site is located.  If not applicable, enter NA. 20850 

39 STREET Street Address Char String Street address and office number at which the site is located. 1 Main St, Suite 
100 
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The following is a fictional example of a data set for a placebo‐controlled trial. Four international sites enrolled a total of 205 subjects who were 
randomized in a 1:1 ratio to active or placebo. The primary endpoint was the percent of responders. The site‐specific efficacy effect size (SITEEFFE) is the 
difference between the active and the placebo treatment efficacy result. Note that since there were two treatment arms, each site contains 2 rows in the 
following example data set and a total of 8 rows for the entire data set.   

 
Exhibit 2: Example for Clinical Site Data Elements Summary Listing (Table 1) 

 

STUDY STUDYTL DOMAIN SPONNO SPONNAME IND UNDERIND NDA BLA SUPPNUM SITEID ARM ENROLL SCREEN DISCONT 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 001 Active 26 61 3 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 001 Placebo 25 61 4 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 002 Active 23 54 2 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 002 Placebo 25 54 4 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 003 Active 27 62 3 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 003 Placebo 26 62 5 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 004 Active 26 60 2 

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 004 Placebo 27 60 1 

 

ENDPOINT ENDTYPE TRTEFFR TRTEFFS SITEEFFE SITEEFFS CENSOR NSAE SAE DEATH PROTVIOL FINLMAX FINLDISC LASTNAME FRSTNAME 
Percent 

Responders Binary 0.48 0.0096 0.34 0.0198 -1 0 2 0 1 -1 -1 Doe John 

Percent 
Responders Binary 0.14 0.0049 0.34 0.0198 -1 2 2 0 1 -1 -1 Doe John 

Percent 
Responders Binary 0.48 0.0108 0.33 0.0204 -1 3 2 1 0 45000.00 45000.00 Washington George 

Percent 
Responders Binary 0.14 0.0049 0.33 0.0204 -1 0 2 0 3 20000.00 45000.00 Washington George 

Percent 
Responders Binary 0.54 0.0092 0.35 0.0210 -1 2 2 0 1 15000.00 25000.00 Jefferson Thomas 

Percent 
Responders Binary 0.19 0.0059 0.35 0.0210 -1 3 6 0 0 22000.00 25000.00 Jefferson Thomas 

Percent 
Responders Binary 0.46 0.0095 0.34 0.0161 -1 4 1 0 0 0.00 0.00 Lincoln Abraham 

Percent 
Responders Binary 0.12 0.0038 0.34 0.0161 -1 1 2 0 1 0.00 0.00 Lincoln Abraham 
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MINITIAL PHONE FAX EMAIL COUNTRY STATE CITY POSTAL STREET 

M 555-123-4567 555-123-4560 John@mail.com RU Moscow Moscow 103009 Kremlin Road 1 

M 555-123-4567 555-123-4560 John@mail.com RU Moscow Moscow 103009 Kremlin Road 1 

 020-3456-7891 020-3456-7890 george@mail.com GB Westminster London SW1A 2 10 Downing St 

 020-3456-7891 020-3456-7890 george@mail.com GB Westminster London SW1A 2 10 Downing St 

 01-89-12-34-56 01-89-12-34-51 tom@mail.com FR N/A Paris 75002 1, Rue Road 

 01-89-12-34-56 01-89-12-34-51 tom@mail.com FR N/A Paris 75002 1, Rue Road 

 555-987-6543 555-987-6540 abe@mail.com US Maryland Rockville 20852 1 Rockville Pk. 

 555-987-6543 555-987-6540 abe@mail.com US Maryland Rockville 20852 1 Rockville Pk. 
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Attachment 2 

Technical Instructions:   
Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD 

Format 
 
 

A. Data submitted for OSI review belongs in Module 5 of the eCTD.  For items I and 
II in the chart below, the files should be linked into the Study Tagging File (STF) 
for each study.  Leaf titles for this data should be named “BIMO [list study ID, 
followed by brief description of file being submitted].”  In addition, a BIMO STF 
should be constructed and placed in Module 5.3.5.4, Other Study reports and 
related information.  The study ID for this STF should be “bimo.”  Files for items 
I, II and III below should be linked into this BIMO STF, using file tags indicated 
below.  The item III site-level dataset filename should be “clinsite.xpt.” 

 
DSI Pre-

NDA 
Request 

Item1 

STF File Tag Used For Allowable 
File 

Formats 

I data-listing-dataset Data listings, by study .pdf 
I annotated-crf 

 
Sample annotated case 
report form, by study 

.pdf 

II data-listing-dataset Data listings, by study 
(Line listings, by site) 

.pdf 

III data-listing-dataset  Site-level datasets, across 
studies 

.xpt 

III data-listing-data-definition Define file .pdf 
 

B. In addition, within the directory structure, the item III site-level dataset should be 
placed in the M5 folder as follows: 

 

 
 

C. It is recommended, but not required, that a Reviewer’s Guide in PDF format be 
included.  If this Guide is included, it should be included in the BIMO STF. The 
leaf title should be “BIMO Reviewer Guide.”  The guide should contain a 
description of the BIMO elements being submitted with hyperlinks to those 
elements in Module 5.   

 

                                                 
1 Please see the OSI Pre-NDA Request document for a full description of requested data files 
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References: 
 
eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmission
Requirements/ElectronicSubmissions/UCM163560.pdf) 
 
FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequiremen
ts/ElectronicSubmissions/ucm153574.htm) 
 
For general help with eCTD submissions:  ESUB@fda.hhs.gov 
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