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EXCLUSIVITY SUMMARY

NDA # 203952  SUPPL # HFD # 120

Trade Name  Duopa

Generic Name  Carbidopa and Levodopa Enteral Suspension

Applicant Name  AbbVie 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)(2)

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.   

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:             
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3 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?
  
     

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).
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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# 17555 Sinemet 19856 Sinemet CR

NDA# 21485 Stalevo 17830 Lodosyn

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:                                         
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(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:

S187-3-001 and S187-3-002 

                    
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 S187-3-001
   YES NO 

Investigation #2 S187-3-002 
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 S187-3-001
   YES NO 

Investigation #2 S187-3-002                              YES NO 
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

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"):

S187-3-001 and S187-3-002 

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 S187-3-001

IND # 60663 YES  !  NO   
!  Explain: 

                          
             

Investigation #2 S187-3-002 

IND # 60663   YES !  NO
!  Explain: 
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(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: 

   

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:  Stacy Metz, PharmD                   
Title:  Senior Regulatory Project Manager
Date:  12/19/14

                                                      
Name of Office/Division Director signing form:  Billy Dunn, MD
Title:  Division Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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From: Metz, Stacy
To: Kuntz, Matthew (matthew.kuntz@abbvie.com)
Subject: DMEPA Comments, Med Guide, and IFUs
Date: Tuesday, December 16, 2014 3:38:00 PM
Attachments: Duopa FINAL MEDICATION GUIDE 12 16 14.docx

Duopa FINAL Patient IFU 12 16 14.docx
DUOPA FINAL prescriberIFU 12 16 14.docx

Importance: High

Hi Matt,

I am emailing to provide you the DMEPA Comments, a combined DMEPA/ONDQA Comment, Med Guide
and both IFUs.

Please see the following recommendations from DMEPA:

RECOMMENDATIONS FOR THE APPLICANT

A. Carton Labeling

1.     Place a “discard after” or “use by” date on the principal display panel (PDP) of the
carton labeling to minimize the risk of using deteriorated drug product.

2.     Relocate the storage statement from the side panel to appear on the PDP (“Store in
the refrigerator between 2°-8°C.”) to alert patients/caregivers of the need for refrigeration
until use. To the side panel, add an additional statement similar to “Pharmacists: Store
frozen. Thaw in refrigerator immediately prior to dispensing.” as special instructions for
dispensing pharmacist.

3.     Express the net quantity as volume  as the dosing calculation
provided in Section 2 are provided in volume (e.g., 100 ml ). This will allow
for uniformity between the prescribing information and the label.

4.     Ensure the proprietary name, established name, and strength are the most prominent
information on the Principal Display Panel.

B. Container Label

1.     Increase the prominence of the storage requirements by using either bolded letters or
larger font size. This will alert dispensing pharmacy pharmacies and patients to the unique
storage requirements of the product.

2.     Add a statement similar to “Use product at room temperature” to mitigate the risk of
missed dose related to pump failure due to clogged product.

3.     Express the net quantity as volume  as the dosing information
provided in Section 2 is provided in volume, as is the statement of strength (expressed per
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mL). This will allow for consistency between the prescribing information and the label.

4.     Ensure the proprietary name, established name, and strength are the most prominent
information on the Principal Display Panel.

Additional DNP/ONDQA Combined Comment: 

Currently marketed oral solutions comprised of more than one active ingredient present the
strength as a single

statement separated by slashes. We request that Duopa be presented as 4.63 mg/20 mg
per mL. This will need to be reflected on all components of your label/labeling.  Please
update all documents when you respond to us.

Please let me know if you have any questions.  I will be in touch as soon as I have a final ok
on the PI.

Best Regards,

Stacy
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 203952
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

AbbVie Inc.
1 N. Waukegan Road
Dept. PA77/Bldg. AP30
North Chicago, IL 60064

ATTENTION: Matthew Kuntz, PharmD, MBA, RAC
Director, Regulatory Affairs

Dear Dr. Kuntz:

Please refer to your New Drug Application (NDA) dated and received November 16, 2012, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Carbidopa 
and Levodopa Enteral Suspension, 4.63 mg/20 mg per mL.

We also refer to your correspondence, dated and received August 22, 2014, requesting review of 
your proposed proprietary name, Duopa. 

We have completed our review of the proposed proprietary name, Duopa and have concluded 
that it is acceptable. 

If any of the proposed product characteristics as stated in your August 22, 2014, 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 Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097. For any other information 
regarding this application, contact Tracy Peters, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-2953.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
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 203952
MEETING MINUTES

AbbVie Inc.
Attention: Matthew Kuntz, PharmD, MBA, RAC
Director, Regulatory Affairs
1 N. Waukegan Road
Dept. PA77/Bldg. AP30
North Chicago, IL 60064

Dear Dr. Kuntz:

Please refer to your New Drug Application (NDA) dated May 28, 2013, received May 28, 2013,
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA),
for Levodopa-Carbidopa Intestinal Gel (LCIG).

We also refer to the meeting between representatives of your firm and the FDA on June 10, 
2014.  The purpose of the meeting was to discuss the issues in the March 28, 2014, Complete 
Response Letter and to gain the Agency's agreement on AbbVie's plan for a Complete Response
Resubmission.

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Stacy Metz, PharmD, Regulatory Project Manager, at (301) 796-
2139.

Sincerely,

{See appended electronic signature page}

Billy Dunn, MD
Acting Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Type A
Meeting Category: End of Review

Meeting Date and Time: June 10, 2014, 11:00-12:00 PM EST
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1311
Silver Spring, Maryland 20903

Application Number: NDA 203952
Product Name: Levodopa Carbidopa Intestinal Gel (LCIG)
Indication: Parkinson’s disease
Sponsor/Applicant Name: AbbVie

Meeting Chair: Billy Dunn, MD
Meeting Recorder: Stacy Metz, PharmD

FDA ATTENDEES
Billy Dunn, MD, Acting Director
Gerald David Podskalny, DO, Clinical Team Leader
Leonard Kapcala, MD, Clinical Reviewer
Martha Heimann, PhD, CMC Lead, ONDQA
Charles Jewell, PhD, Chemistry Reviewer, ONDQA
Kellie Taylor, PharmD, MPH, Acting Director, DMEPA
Tingting Gao, PharmD, DMEPA Acting Team Leader
Jacqueline Sheppard, PharmD, DMEPA Reviewer
Charlene Flowers, OSE (DPVI)
Quynh Nhu Nguyen, MS, CDRH Combination Products Human Factors Specialist
Alan Stevens, CDRH Pump Reviewer
Jeffrey Cooper, DVM, CDRH Tubing Branch Chief
Branden Reid, PhD, CDRH Tubing Reviewer
Patricia Love, MD, MBA, Office of Combination Products
Bindi Nikhar, MD, Office of Combination Products
Stacy Metz, PharmD, Regulatory Project Manager

SPONSOR ATTENDEES
Andrew Storey, BSc, Vice President, US and Canada Regulatory Affairs 
Donna Helms, BS, MBA, RAC, Director, Global Regulatory Affairs
Ed Israelski, PhD, Director, Human Factors
James Duhig, PhD, Manager, CMC Device Regulatory Affairs (Human Factors)
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NDA 203952
Meeting Minutes
Type A End of Review Meeting
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James Erker, MS, Director, Quality Assurance, Combination Products and Medical Devices
Janet Benesh, BSMT, Project Director, Neuroscience Development – R&D
Jordan Dubow, MD, Medical Director, Neuroscience Development – R&D
Katherine Wortley, PhD, RAC, Associate Director, CMC Device Regulatory Affairs
Matthew Kuntz, PharmD, RPh, MBA, RAC, Director, US and Canada Regulatory Affairs
Douglas Feltner, MD, Vice President, Neuroscience Development
Terrance Ocheltree, PhD, Sr. Director, Regulatory CMC

1.0 BACKGROUND

AbbVie submitted a 505(b)(2) application for levodopa-carbidopa intestinal gel (LCIG) on 
November 16, 2012. A Refusal to File (RTF) letter was received on January 15, 2013. AbbVie 
resubmitted the New Drug Application (NDA) on May 28, 2013.  On March 28, 2014, the Food 
and Drug Administration (FDA) issued a Complete Response Letter (CRL). AbbVie requested a
joint face-to-face Type A End of Review and Center for Devices and Radiological Health 
(CDRH) Submission Issue meeting with the Agency for the purpose of discussing the issues in
the March 28, 2014, Complete Response Letter and gaining the Agency's agreement on AbbVie's 
plan for a Complete Response Resubmission.

The purpose of the meeting is to:

Discuss AbbVie's plan to respond to the issues and requests for additional 

information within the CRL.

Obtain agreement on the human factors risk analysis for this patient 

population.

Gain consensus on the acceptability of the supplemental human factors study.

Concurrence on Smiths Medical and AbbVie's conclusions regarding the pump 

issues noted within the CRL.

Agree on the timing and mechanism for AbbVie to submit the 15-week 

stability data.

Discuss coordination of the associated enteral tubing device premarket 

notification (510[k]) submissions

The meeting request, including meeting package, was submitted on April 11, 2014. 
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2.0 DISCUSSION

2.1. CDRH Human Factors

Question 1:
Advanced PD patients may experience symptoms of poor mobility, dyskinesia, suboptimal 
therapy, and discomfort on a daily basis despite treatment with their current anti-PD medications. 
These are the same potential health outcomes which may be experienced sporadically by patients 
who may have occasional difficulty using the LCIG system. Because these potential outcomes do 
not represent a new risk, AbbVie would like to gain concurrence from the FDA (all disciplines 
reviewing the application, i.e., CDRH/HFPMET, CDER/DMEPA and DNP) that anticipated 
residual risks such as noted in the previous human factors study are acceptable. Does the Agency 
agree?

FDA Response to Question 1:
The perceived residual risks may change as a result of additional modifications made to the 
pump operation, Instructions for Use, and additional Human Factors testing results. For clarity, 
please provide an updated list of items you consider to be a residual risk in your resubmission.  
At this time, we consider the acceptability of residual risks to be a review issue.

Meeting Discussion:
The Sponsor stated were no changes made to the pump or its operation and they believe the 
residual risks presented in the original NDA are unchanged by the results of the recent Human 
Factors Testing. FDA stated that the information presented to the Agency in the original NDA
and at this meeting suggest that the residual risk is acceptable and unchanged from the NDA.
However, the Agency needs to review the recently completed Human Factors Testing results to 
conclude the residual risks are unchanged by this new information.

Question 2a:
AbbVie requests Agency comment on the following aspects of the proposed supplemental 
human factors study.

a. AbbVie intends to test only critical tasks (as previously defined) in the supplemental human 
factors study (Appendix B). Since the non-critical steps were evaluated in the previous 
human factors study they will not be scored and evaluated in the supplemental human 
factors study.  Does the Agency agree?

FDA Response to Question 2a:
Yes, we agree.  Please see our comments regarding critical tasks under FDA response to question 
2c (specifically comments # 1, 3, and 4 below).  

Meeting Discussion:
No further discussion at the meeting.
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Question 2b:
Per FDA request, the supplemental human factors study will include 15 total participants,
approximately half patients and half HCPs (nurses and pharmacists). Neurologists will not be 
included as they have limited interactions with the pump and are usually assisted by trained 
nurses. Does the Agency agree?

FDA Response to Question 2b:
No, we do not agree with the human factors (HF) study protocol, as described.  We recognize 
that we previously requested a minimum of 15 participants.  In our review of the currently 
proposed labeling and protocol, we note that some changes to labeling have been made since we 
issued the Complete Response (CR) letter, and your protocol is testing some tasks that were not 
evaluated in your previous HF studies.  We note the following changes that were not included in 
your previous HF studies or have been made since the time of the CR:

• Alarms:  Only low battery and high pressure alarms were tested in the previous 
human factors validation study.  Other alarms were not tested and may elicit 
different responses by users.

• Health care provider (HCP) user programming tasks associated with Lock Level 1 
were not evaluated as part of the previous HF studies.   

• Your combined Instructions For Use (IFU) were not included in your previous 
human factors testing.  The patient combined IFU, which contains warnings and 
precautions statements that were not included in your previous HF testing, was 
reviewed by the Agency prior to the CR but was not validated in your previous HF 
Study.  The HCP combined IFU was neither reviewed by the Agency nor validated 
in your previous HF studies.

Because the changes may affect the way the users understand and interact with the device, these 
changes could impact the safe and effective delivery of drug.  As a result, these changes should 
be validated.  The users impacted include HCPs and patients; therefore, your study should 
include a minimum of 15 users in each of these groups for a total of 30 participants:  HCPs 
(n=15) and patients (n=15). 1,2 We agree that you need not include neurologists as they are 
expected to have limited interactions with the pump.

Meeting Discussion:
Although FDA previously requested a minimum of 15 participants from each unique user group 
to validate the changes made to the device and the IFU, AbbVie explained that no changes were 
made to the user tasks or to the hardware or software of the device. AbbVie further clarified that 
changes made to the IFUs for both patients and the health care providers were intended to help 
the users complete the tasks successfully. FDA provided suggestions for AbbVie to provide a

1 Applying Human Factors and Usability Engineering to Optimize Medical Device Design, 
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM259760.
pdf 

2 Faulkner, L. (2003). Beyond the five-user assumption: Benefits of increased sample sizes in usability testing. 
Behavior Research Methods, Instruments, and Computers, 35(3), 379-383.  
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standalone study report for the supplemental validation study and a new integrated summary of 
the validation results from all human studies conducted in the resubmission to facilitate FDA 
review. Additionally, FDA recommended a summative study report with a table showing each 
critical task and the participant performance across studies so that FDA may review the 
validation data collectively.

Question 2c:
Does the Agency have any further comments or suggestions on the enclosed supplemental 
human factors study protocol?

FDA Response to Question 2c:
Please see comments below:

1. Our CR letter requested that you implement mitigations and demonstrate their 
effectiveness with another human factors study. Your supplemental human factors 
validation study protocol does not clearly describe the mitigations you plan to implement 
and it did not focus on demonstrating their effectiveness. To complete our review, please 
provide:

a. A description of all modifications you have made to the device user interface 
(device design and/or labeling including Instructions for Use, training) and the use 
specific errors and operational difficulties that were observed in the previous HF 
study that each modification is designed to address,

b. An explanation of how your protocol design focuses on evaluating those specific 
changes to provide data that can confirm the changes are effective at reducing use 
errors and do not introduce any new hazards.

2. Your protocol did not include follow-up interview questions for any use errors or failures 
that users may experience during simulated use testing. We consider these subjective 
assessments to be essential and HF Usability and Validation testing, and they are 
incomplete without them. Please modify your protocol to include direct discussion using 
open-ended questions for  all use errors and failures of critical tasks for each test 
participant. Note that you should define failures as actions or incidents of failure to act 
that may potentially or would inevitably cause a negative clinical impact.

3. Regarding your proposal to only test a sample of the alarms, warning and caution 
statements, it is possible that the sample may not include critical alarms, warnings, and 
caution statements and if a user fails to respond properly, it could lead to patient harm.  
Please ensure that critical alarms, warnings, caution statements, and their associated tasks 
are included in the study. Test all alarms, warnings, and caution statements identified in 
your risk assessment as being critical to the correct use of this product.  Any remaining 
alarms, warning and caution statements can be prioritized for further testing.  Please 
provide your rationale for the prioritization.
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4. Because some alarms, warning and caution statements represent critical tasks for users 
(e.g., detecting, understanding, and taking action/inaction), include an assessment of 
these tasks in an abbreviated analysis of use-related risk and assess user performance of 
these tasks in in your supplemental HF study. Your analysis should include potential use 
errors and associated harm (negative clinical consequences) of each task and (as per 
deficiency #1 above) the risk-mitigation strategies you have applied. You may submit 
this response by appending Table 1 of the protocol.

5. The study protocol did not include specific questions for users to discuss their 
interpretation and response to alarms, warning and caution statements. Please modify 
your protocol to include an assessment of the study participant’s perspectives on their 
experience with these critical tasks.

6. To ensure that we are in alignment with your approach for addressing the human factors 
deficiencies described in the CR letter; we request that you provide a detailed response to 
each of those deficiencies. To facilitate our review, you are encouraged to submit this
response in a table format.

7. In your protocol, you state there will be no time limit for completion of any task and 
participants may use all available resources but in the event that the participant becomes 
too physically fatigued to complete the test, testing may be continued in another session.  
If testing continues in another session, designate the task as incomplete and analyze the 
results separately. 

8. We recommend that your patient sample include an adequate number of patients that 
qualify to test the user tasks associated with Lock Level 1 (LL1).  Ensure that 
approximately half of your patient group completes user tasks for LL1.  Your study 
results should specify the number of patients assigned to user tasks associated with each 
lock level.

9. Training for this study should mimic the anticipated training in clinical practice with a 
single training session followed by a minimum 24-hour training decay period.

10. For the assessment of pump programing by Health Care Providers, ensure that 
approximately half are assigned to program LL1 and half to program LL2.  

Meeting Discussion:
FDA asked Abbvie to ensure that the response to the CR Letter addresses all of the CR 
deficiencies.  Also, the new/supplemental study report should include a summary table that links 
all of the HF studies, and discusses task performance and implemented mitigations.  Each study 
report can be referenced and included as an Appendix to the summary table. 

FDA asked about the number of participants enrolled to test each lock level. AbbVie explained 
that all LL2 tasks are included in LL1 tasks, and that participants must perform LL2 tasks in 
order to perform LL1 tasks. AbbVie further explained that 25 patients and 25 HCPs were tested 
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on LL2 tests in the original Human Factors study. AbbVie also completed a supplemental 
validation study to include 15 patients on completing LL1 tasks and 10 HCPs on setting the lock 
level for patient use. FDA suggested AbbVie to provide a summary table of the validation results 
from all human factors studies conducted in the resubmission to allow efficient FDA review. 

FDA agrees with AbbVie’s explanation that a single training session does not mimic clinical 
practice and that multiple training sessions are required due to the patient’s advanced 
Parkinson’s disease and the complexity of this combination product. FDA asked whether the IFU 
was used during training and AbbVie explained that the IFU was used in addition to other 
support materials and demonstrated a “Welcome Kit” that included a pre-loaded video board for 
the end users. 

FDA further asked whether patients’ ability to wait 20 minutes after removing the cassette from 
the refrigerator was tested and explained in the patient IFU. AbbVie confirmed that it tested 
patients’ comprehension but did not make participants physically wait 20 minutes. Additionally, 
AbbVie clarified that information regarding the rationale of the waiting period was concisely 
explained in the IFU and well understood during testing. FDA also asked if AbbVie made any 
changes to the instructions on the morning dose double button press. AbbVie confirmed that it 
did make revisions in the IFU regarding the formatting of the instructions for the button presses 
and participants were able to successfully complete the morning dose steps in the validation 
study. 

2.2. CDRH Devices (Pump)

Question 3:
The data within the MAF supports the Dose Volume accuracy specification and represents the 
conditions a patient may experience. Does the Agency concur that this list of studies (Table 3) 
and associated data in the MAF adequately addresses CDRH Request 1b?

FDA Response to Question 3:
The response is acceptable.

Meeting Discussion:
No further discussion at the meeting.

Question 4:
Does the Agency concur that the test method proposal will address CDRH Request 1d?

FDA Response to Question 4:
You have proposed to evaluate the 0.1 mL/hour delivery rate over a  period. We 
recommend that the test period be changed to model the 16-hour daily infusion period.

Meeting Discussion:
No further discussion at the meeting.
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2.2. Product Quality

Question 5:
Does the Agency agree with the proposed post-approval stability commitment?

FDA Response to Question 5:
This commitment is reasonable but the final decision on agreement is pending the review of the 
data presented in the complete response package.  It is possible that we will require morning 
dose testing on stability for the post approval commitment, but we will consider your request  

pending review of the complete data set.

Meeting Discussion:
No further discussion at the meeting.

Question 6:
Does the Agency agree with AbbVie's plan to submit the 8-week stability data with the Complete 
Response Resubmission and to submit the full 15-week stability data within 2 months of the 
resubmission?

FDA Response to Question 6:
This is acceptable.

Meeting Discussion:
No further discussion at the meeting.

2.3. Safety Update

Question 7:
Does FDA agree with AbbVie's plan for the post-action safety update?

FDA Response to Question 7:
Yes, we agree.

Meeting Discussion:
No further discussion at the meeting.

2.4. CDRH Tubing

AbbVie has submitted three 510(k) Premarket Notification submissions to CDRH (K133087, 
K133096, and K133129) for enteral tubing products that are labeled specifically for use with 
Duopa. These 3 submissions are pending responses to questions communicated to AbbVie on 
November 22, 2013. AbbVie would like to revisit the timing for clearance of the 510(k)s. 
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1) as a tracked changes version showing every change (i.e., any addition or any 
deletion) regardless of how complicated the document may appear; 
2) as a 3 column table showing the previous version of information, the revised 
language, and a summary of the rationale for each revision; 
3) as a detailed narrative description of all revisions; and  
4) as a clean version. 

6.0 ATTACHMENTS AND HANDOUTS
The sponsor provided a table prior to the meeting in response to our preliminary responses 
(attached).
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 203952
FILING COMMUNICATION - 

FILING REVIEW ISSUES IDENTIFIED 

AbbVie Inc. 
Attention: Matthew Kuntz, PharmD, MBA, RAC 
Director, Regulatory Affairs 
1 N. Waukegan Road 
Dept. PA77/Bldg. AP30 
North Chicago, IL 60064 

Dear Dr. Kuntz: 

Please refer to your New Drug Application (NDA) dated May 28, 2013, received May 28, 2013, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for Levodopa-Carbidopa Intestinal Gel (LCIG). 

We also refer to your amendments dated June 6, 2013, and June 15, 2013. 

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 March 28, 
2014.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by February 28, 2014.  

During our filing review of your application, we identified the following potential review issues: 

DMPP Patient Labeling

• Information concerning the drug product should be included in the Medication Guide 
(MG). Information concerning the device should be included in the Instructions for Use 
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(IFU). For brevity and reading ease, avoid duplication of information across all patient 
labeling materials. 

• To avoid duplication of information we recommend one IFU for this product  
. The “daily information” should appear first, followed by 

a section towards the end of the IFU for “dose adjustment”.  References can be made 
between the sections within one IFU if necessary. 

• Patient labeling materials should meet the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006). 

• Patient labeling materials should utilize simple wording and clear concepts where 
possible and should be consistent with the Prescribing Information. Do not use complex 
medical terminology. 

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

• Patient labeling materials should be in fonts such as Verdana, Arial or APHont at font 
size 11 or greater to make medical information more accessible for patients with vision 
loss. We recommend Verdana 11 point font.  

• Use bolded text instead of underlining and text boxes to highlight important information. 
Underlined text or text placed in a box is difficult to read for patients with vision loss. 

Comments specifically for the IFU: 

• The Instructions for Use (IFU) should be titled as such and appear at the end of the MG after
the list of ingredients. The IFU and MG may be separate documents.  

• IFUs are generally organized as follows: 

o Standard header

o Bulleted list of all the supplies needed to complete the task, including an illustration 
of all supplies needed. 

o Patient instructions that are not sequential should be bulleted. 

o Patient instructions that are sequential should be labeled as “Step 1, Step 2” etc. 

o Figures should accompany all numbered steps as appropriate and should be placed 
immediately adjacent to the related text. The figures should be labeled as “Figure A, 
Figure B” etc.

o Within the figures there should be detailed labeling for each part of any device that 
the patient expected to become familiar with.  

o Refer to each figure at the end of each numbered step. For example, at the end of 
Step 1, say (See Figure A).
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o Storage information as stated in the Prescribing Information (PI) should appear at the 
end of the IFU if the IFU will be a separate document. If you combine the IFU and 
MG, the storage information should appear in the MG only. 

o Disposal information.  If needles, syringes or injectable Pens are used to prepare or 
deliver the drug, disposal language should be consistent with the FDA “Safe Sharps 
Disposal” website language. 

o Other pertinent miscellaneous instructions to the patient 

o Manufacturer name and address 

o If the IFU is a stand-alone document, add the statement “These Instructions for Use 
have been approved by the U.S. Food and Drug Administration.”  

o If the IFU is attached to a MG, add the statement “This Medication Guide and 
Instructions for Use have been approved by the U.S. Food and Drug Administration.” 

o “Approved” Month/Year 

We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 

We request that you submit the following information: 

Chemistry, Manufacturing and Controls 

1. In your submission, you describe enteral tubes, extension tubes/sets, and tubing 
connectors/adaptors evaluated for compatibility during development and found suitable 
for LCIG administration. Please provide 510(k) #’s for all enteral tubes, extension 
tubes/sets, and tubing connectors/adaptors evaluated.

Combination Products Compliance Division

2. (21CFR 820.30) Please provide design control procedures that include the risk 
assessment for the finished product. Your design controls procedures should address: 
Design Inputs, Design Outputs, Design Review, Design Verification, Design Validation, 
Design Transfer, Design Changes, and Design History File as they relate to the final 
combination product. 

3. (21CFR 820.50) Please provide purchase controls. The information provided should 
include your overall procedures controlling supplier qualification and controls over 
suppliers.  It should also include information about supply acceptance activities such as 
physical checks, testing or other activities conducted to ensure the supplies received 
conform to your specifications.  Your agreements with suppliers/contract manufactures 
related to the final combination product should be provided. 
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4. (21CFR 820.100) Please provide CAPA procedures. 

You can use the guide listed below to determine what type of documents you should provide. 

‘Quality System Information for Certain Premarket Application Reviews; Guidance for Industry 
and FDA Staff,’ (2003) 
(http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocumen
ts/ucm070897.htm).

Additionally, CDRH Office of Compliance requires information regarding the assembly of the 
finished combination product (drug and delivery system), including packaging and final 
acceptance activities of the finished product in order to evaluate the safety and effectiveness of 
the finished product.  This information should include the name, address, and FEI number of the 
facility or facilities involved in these activities.   

Please confirm the location and FEI number of the Smiths Medical facility that manufactures the 
pump. 

You should provide the information requested in Module 3.2.P.7 of the manufacturing section of 
the NDA.

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

1. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does 
not count against the one-half page requirement) unless a waiver has been is granted in a 
previous submission (i.e., the application being reviewed is an efficacy supplement).   

Comment: Statements in Highlights do not need to be full sentences. 
                   Do not include postmarketing adverse reactions in the Highlights Section. 

2. White space must be present before each major heading in HL. 

3. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 
injection, suspension) or tabular presentations of information is used. 

4. Must reference any FDA-approved patient labeling, include the type of patient labeling, and 
use one of the following statements at the beginning of Section 17: 

• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

We request that you resubmit labeling that addresses these issues by August 30, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
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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. 

We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during 
labeling discussions.  In the meantime, we encourage you to submit revised labeling that meets 
the half page requirement. 

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI) and Medication Guide.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 

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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and Medication Guide, and you believe the labeling is close to the final version.

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 

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

Because the drug for this indication has orphan drug designation, you are exempt from this 
requirement.
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If you have any questions, call Stacy Metz, PharmD, Regulatory Project Manager, at (301) 796-
2139.

Sincerely,

{See appended electronic signature page} 

Eric Bastings, M.D. 
Acting Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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From: Metz, Stacy
To: Pratt, Gregg A (gregg.pratt@abbvie.com)
Subject: CDRH Post Meeting Responses
Date: Monday, May 06, 2013 11:49:00 AM

Hi Gregg,

This email is to provide you with the CDRH Post Meeting Responses for Qs 28 and
29.  Please see the following:

Question 28a:

Does the Agency agree that the update provided above on Human Factors
interactions with FDA and summary of actions taken will address the CDRH
comment?

CDRH Response:

The interactions were designed to clarify the deficiencies and next
steps.  CDRH has not reviewed the final report, and therefore, cannot
agree that all of the CDRH comments have been adequately addressed.

Question 28b:

Are there additional HF studies that AbbVie should consider conducting beyond
those presented in the NDA and, if so, is it possible to conduct these studies in
parallel with the NDA review?

CDRH Response:

CDRH was informed that there would be a change in the Lock Level
functionality, and has reviewed the use related risk analysis. Our
review indicated that this modification would require addit ional Human
Factors validation testing with at least representative users, and that
this study should focus on capturing data on unanticipated/abnormal
use. This recommendation was based on the risk analysis indicating
that the Lock Level 1 introduces the risk of overdosing from potential
use errors or potential abnormal use of the Prime button, which might
be rare. If there are no other device-related modifications, we do not
believe additional HF studies are needed.

Question 28c:

In addition, can the Agency provide an overview of how the Centers and Offices
(CDER, CDRH, O CP, DMEPA) will interact during the review?

CDRH Response:

CDER will issue consults to CDRH for their consultative reviews on the
device performance testing and Human Factors components.

Question 29a:

Reference ID: 3304058



Can the Agency provide guidance on how product approval and 510(k) clearances
will be coordinated?

CDRH Response:

Rather than awaiting 510K clearance of the NG and PEG tubing, you may
submit a device master file to CDRH that will be referenced in the NDA.

Question 29b:

Can the Centers involved in approval and clearance (CDER and CDRH) notify
AbbVie of any concerns regarding the 510(k) application submission plans in the
preliminary comments prior to the Type A meeting?

CDRH Response:

The device will be approved in the NDA for use with your drug as a
combination product.  You may also submit a 510K for the device, which
would be reviewed independently of the NDA for device clearance.

Best Regards,

Stacy
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MEMORANDUM OF MEETING MINUTES 

Meeting Date and Time:  March 14, 2013 
Meeting Type:   Type A   
Meeting Location:   White Oak Bldg #22, Room 1315 
Application Number:  NDA 203952 
Product Name:   Levodopa/Carbidopa Intestinal Gel 
Received Briefing Package:  February 14, 2013 
Sponsor Name:   AbbVie 
Requestor:    Jeremy McCumber 
Meeting Chair:   Eric Bastings, MD 
Meeting Recorder:   Stacy Metz, PharmD 

Meeting Attendees:

FDA Attendees: 
Eric Bastings, MD, Deputy Director 
Gerald David Podskalny, DO, Medical Team Leader 
Len Kapcala, MD, Clinical Team Leader (via phone) 
Martha Heimann, PhD, CMC Lead 
Charles Jewell, PhD, CMC Reviewer 
Xiang Ling, PhD, Statistical Reviewer 
Stacy Metz, PharmD, Regulatory Project Manager  

External Attendees: 
Janet Benesh, BSMT, Project Director, Neuroscience Development, R&D 
Scott Brun, MD, Vice President, Pharmaceutical Development, R&D 
Leslie Carter, PharmD, Sr. Director, Regulatory Affairs 
Krai Chatamra, PhD, Global Clinical Director, Neuroscience Development, R&D 
Jordan Dubow, MD, Associate Medical Director, PPD Program, R&D 
Julie Garren, PhD, Sr. Director, CMC Regulatory Affairs 
Mark Goldberger, MD, Divisional Vice President, Regulatory Affairs 
Weining Robieson, PhD, Associate Director, Statistics, R&D 
Ron Robison, MD, MS, Vice President, Regulatory Affairs, Medical Services, and 
R&D QA 
Sybil Skinner-Robertson, BSc, Director, Regulatory Affairs 
Andrew Storey, BS, Head, US and Canada Regulatory Affairs 
Bo Yang, PhD, Global Head of Statistics, R&D 

FOOD AND DRUG ADMINISTRATION 
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1.0 BACKGROUND 

In a letter dated January 16, 2013, AbbVie Inc. requested a Type A Meeting to discuss the 
NDA Refuse to File Letter issued January 15, 2013. The Division’s preliminary responses 
to the questions posed in the meeting package were electronically mailed to the sponsor on 
March 13, 2013.  The following is a summary of the discussion of the questions at the 
meeting. 

2.0 DISCUSSION 

SUMMARY OF QUESTIONS AND FDA PRELIMINARY RESPONSES 
Please refer to meeting package submission (2/14/13) for background to all questions. 

Note to Sponsor: 
We did not have the opportunity to review the response you sent in reply to our 
Preliminary Responses.  Your responses, sent hours before the scheduled face-to-face 
meeting, did not leave sufficient time to review or discuss the additional comments 
internally.  Although, we did not did not discuss or provided written comment for many 
of your additional responses, it does not indicate our agreement or acceptance of your 
additional responses.  

Refuse to File Questions

Chemistry, Manufacturing and Controls (CMC) Questions

Question 1a: 
Does the Agency agree that the Master Production Records when provided in the 
resubmission will meet the Code of Federal Regulations (CFR) requirements and resolve 
this RTF item?  

Preliminary FDA Response: 
Yes, the provided records in Appendix A meet the requirements to support filing. 

Sponsor response:
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 1b: 
Does the Agency agree that the manufacturing process description provided in Appendix B 
provides sufficient detail to meet the CFR requirement and resolve thisRTF item? 
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Preliminary FDA Response: 
Yes, the manufacturing description provided in Appendix B has adequate detail to 
support filing. 

Sponsor response:
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 2: 
Does the Agency agree that inclusion in the NDA of the executed batch records as 
described above will meet the CFR requirement and resolve this RTF item? 

Preliminary FDA Response: 
Yes, the described approach is adequate to support filing. 

Sponsor response:
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 3: 
Does the Agency agree that the inclusion of the 6 Executed Batch Records for  
levodopa and carbidopa in the NDA resubmission will meet the CFR requirement and 
resolve this RTF item? 

Preliminary FDA Response: 
Yes, this is adequate to support filing. 

Sponsor response:
No further discussion. 

Meeting Discussion: 
No further discussion. 
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Statistical Questions

Question 4a: 
Does the Agency agree that the proposed format and content of the updated definition files 
as provided in the example in Appendix D give an adequate level of detail on how the 
derived variables were calculated and which variables in the raw data were used to derive 
the variables? 

Preliminary FDA Response: 
The description in Appendix D appears to be adequate to support filing. However, this 
is a matter of review. 

Sponsor response: 
The Sponsor would like to clarify what is meant by “a matter of review”. Does this 
comment mean that the content of the definition files could be an issue impacting the 
acceptability of the filing, or a matter for NDA review?  

Meeting Discussion: 
The Agency clarified that the information in the meeting package describes the 
Sponsor’s intentions; however, the files and information contained in the application are 
what will determine whether the application is suitable for filing.  

Question 4b: 
The Sponsor proposes that the updated definition file resolves this portion of the RTF issue 
and satisfies the Agency's request to adequately detail the definition of the analysis 
datasets.  Does the Agency agree that this will resolve this portion of the RTF statistical 
issue? 

Preliminary FDA Response: 
The contents of the Define files appear to be adequate to support filing. However, this 
is a matter of review. 

Sponsor response: 
Please see response to Question 4a. 

Meeting Discussion: 
See meeting discussion 4a. 

Question 4c: 
Does the Agency agree that the proposed submission of the SAS codes including macros 
resolves this portion of the RTF statistical issue? 
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Preliminary FDA Response: 
The proposed submission of the SAS codes and Macros appear to be adequate to 
support filing. However, this is a matter of review. 

Sponsor response: 
Please see response to Question 4a. 

Meeting Discussion: 
See meeting discussion 4a. 

Clinical Questions

Question 5: 
Does the Agency agree that the content and format of the completed draft literature review 
provided in Appendix E adequately resolves this RTF item? 

Preliminary FDA Response: 
• The draft literature review planned for the NDA resubmission is no longer 

limited to adverse events of special interest (AESI). You have emphasized that 
this literature review will contain information from all types of studies. 
However, it is not clear if this literature review will also contain information 
derived from published case reports of one or more cases. Your literature 
review should be comprehensive and contain any published information on any 
safety issue/toxicity, including publications of case reports. 

Sponsor response: 
The Sponsor would like to clarify that the literature review provided in the briefing book is 
inclusive of published case reports. We will ensure that this is made clear in the final 
literature review in the NDA resubmission. 

Meeting Discussion: 
No further discussion. 

Question 6: 
Does the Agency agree that these presentations of the coding dictionaries with VTs and PTs 
as described will satisfy the Agency's request for provision of a coding dictionary and 
resolve this RTF item? 

Preliminary FDA Response: 
You have not submitted examples of how your coding dictionaries will show: 

Reference ID: 3288587



ODE I/Division of Neurology Products                     Type B meeting  Confidential 
NDA 203952   4/11/2013 
             

1) verbatim terms (VTs) presented in alphabetical order on the left and the preferred 
terms (PTs) to which they were mapped on the right; or  

2) PTs presented in alphabetical order on the left and all the respective VTs that were 
subsumed under each PT on the right.  Your plan to submit the coding dictionary that 
we have requested appears to be adequate.  All terms on the left should be presented 
in alphabetical order to permit the reviewer to locate a specific PT and then see what 
VTs are subsumed under each PT and to locate a specific VT and then see how that 
VT was mapped to a PT. 

Sponsor response: 
Coding dictionaries will be provided as outlined above. All terms on the left, whether VT or 
PT, will be presented in alphabetical order and mapped to the appropriate PT or VT. 

Meeting Discussion: 
No further discussion. 

You have also noted that there were instances when a patient experienced a single 
adverse event, but had more than 1 (i.e., up to 4) PTs assigned to that specific adverse 
event, based upon the VTs associated with the adverse event. If a patient reported one 
single adverse event, but the event was coded to multiple PTs, this will falsely inflate 
the incidence of reported adverse events. When one adverse event is experienced, the 
adverse event should be coded under the single most appropriate PT to describe the 
event. For example, if a patient reported multiple VTs associated with a viral 
syndrome (e.g., general, respiratory, and gastrointestinal symptoms/signs) it should be 
coded to a single PT, viral syndrome.  In such cases, we recommend that one or more 
of your physicians review and adjudicate the coding to a single PT based on an 
algorithm of VTs. 

Sponsor response: 
In order to differentiate an adverse event (AE) related to a device or procedure from those 
related to LCIG, more than 1 MedDRA PT was assigned to AEs that had the potential to be 
related to the device or procedure. For example, the VT "abdominal pain secondary to 
PEG-J procedure" was coded to the MedDRA PT of "abdominal pain" and was also coded 
to "complication of device insertion." Without this double coding, it would be difficult to 
assign cause of the abdominal pain, which could be related to either the procedure, or a 
symptom related to a drug or non-drug event. Conversely, if this event was only coded to 
complication of device insertion it would limit AbbVies ability to clearly identify the 
specific risks and medical consequences associated with the procedure or device.  

As presented in the Type A meeting briefing package, there is only 1 incidence of a single 
VT that was coded to 4 PTs.  In the case with 4 PTs, the VT of "pain and bleeding of stoma 
site; per GI doctor  prolapsed and perhaps a bit of ischemic gastric tissue around stoma" 
was coded to 4 PTs of "gastrointestinal ischaemia," "gastrointestinal stoma complication," 
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"post procedural haemorrhage," and "procedural pain." If this VT had been coded to only 
one term, “Gastrointestinal stoma complication” would seem most appropriate. This 
approach potentially over simplifies the event as a procedural complication, and provides 
no information on the specific medical ramifications of the event itself. The additional 
terms of pain and haemorrhage provide important medical context to this procedural event.  

The viral syndrome example provided in the preliminary comments differs significantly 
from the complex case discussed above, which reflects the nature of the treatment system. 
Therefore, AbbVie proposes to maintain the coding convention as currently applied to 
provide this important level of granularity and to ensure that the specific risks of the LCIG 
system, consisting of drug and devices, are appropriately represented in the presentation of 
safety data.  

Meeting Discussion: 
The Sponsor will provide a list of limited number of VTs that may be mapped to more 
than one PT.  The potential to inflate the number of PT exists in tables listing the overall 
number of adverse events but the increased representation of the PTs  will diminish in 
the tables that list adverse event PTs as “Procedure Related” versus adverse events that 
are classified as “Drug Related.” 

Question 7a: 
Does the Agency agree with the content and format for the requested incidence tables of 
TEAEs, SAEs, and TEAEs causing subject discontinuation by all dose categories for all 
trial periods? 

Preliminary FDA Response: 

• We agree that the content and format (6 treatment/dose columns for controlled 
trial, and 3 treatment/dose columns for pooled, open-label trials) of the 
incidence tables of any TEAE, any SAE, and any TEAE causing study 
discontinuation appear to be appropriate for the 4 time perspectives (onset any 
time in whole trial, onset in titration period, onset in maintenance period, and 
onset in titration period and persisting > 7 days in the maintenance period). 

• The content and format of the analyses of incidence of any TEAE, any SAE, 
and any TEAE causing study discontinuation described above for the 4 time 
perspectives should also be applied to each and every adverse event of special 
interest (AESI). 
All subgroup analyses should also show the same content as described above 
but in a different format (e.g., showing 12 data columns for two treatments, 3 
dose perspectives, and 2 subgroups on the same page in the controlled trial ; 
and showing 6 or 9 data columns for one treatment, 3 dose perspectives, and 2 
or 3 subgroups on the same page in the pooled, open-label trials). 
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Sponsor response: 
AbbVie has proposed to provide the SAS tables for the subgroup analysis in the manner 
that has been described for the Controlled Clinical Study (and some pooled open-label 
analysis) in Non-RTF Item 17.  The specific request in the RTF Letter states:  “When 
feasible, present any dose and low dose and high dose on the same page. When this is not 
feasible, present information for any dose category for subgroup analysis on the same 
page, present dose analysis in one table then low dose versus high dose results together in 
another table” 
In the March 5 teleconference with the Medical Reviewer, it was acknowledged that SAS 
cannot generate 12 columns of data, and the following format was discussed as the 
preferred SAS table presentation for these analyses:

              low dose and high dose 8 columns:

and

• all doses 4 columns:
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AbbVie will comply with the request from the medical reviewer to generate SAS tables in 
this format.   

Additionally, AbbVie then proposed in the email dated 08 March 2013 that we could 
provide a limited number of hand generated 12 column tables. Specifically, 12 column 
tables were proposed for all subgroup analyses of TEAEs , SAEs, AEs leading to 
discontinuation, AESIs (5 categories) and other AE categories (falls, hypotension) 
evaluated for the entire treatment period (defined as “any time during trial”), reflecting the 
longest period of evaluation and the greatest number of events.   This approach will 
represent approximately 70 tables (10 AE categories X 7 subgroup variables) that require 
hand generation based on our latest review of the requested analyses.   
However, the preliminary meeting comments appears to request this 12 column format for 
all subgroup analyses, not just for the selected analyses as previously proposed. 
The actual number of 12 column tables which would need to be generated to comply with 
this request for all sub-group analyses requiring this presentation is >400 tables. Notably, 
a significant number of these tables would contain information of limited to no 
discriminatory value. 
In acknowledgement of this ongoing dialogue, AbbVie proposes to submit all the requested 
SAS generated tables as discussed during the March 5 teleconference, and the limited 12 
column overview (any time during study) tables at the time of submission. Should further 
granular analysis be required during review, AbbVie would generate specific 12 column 
tables for sub-group analysis of interest as needed upon request.
Does the Agency agree that this is a reasonable approach to allow for a substantial                                       
review of the data? 
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Meeting Discussion: 
The proposal to send the initial set of seventy 12-column tables for the subgroup analyses 
for the controlled trial results is acceptable.  Additional tables may be requested, if 
necessary, and these may be presented as SAS generated 8-column on the first page and 
4 columns on the next page format.  The 6 or 9 column format is acceptable for the 
presentation of the treatment emergent adverse event information for pooled, open label 
safety data. 

• One of your planned tables proposes to present the incidence of patients who 
discontinued in the titration period but experienced a TEAE in the 
maintenance period (i.e., when the TEAE occurred within 30 days of taking 
last treatment but its onset would have been in the maintenance period if the 
patient had continued on treatment into the maintenance period). In all such 
cases, the TEAE should be included in the standard table showing TEAEs with 
onset in the maintenance period for patients treated in that period despite the 
fact that the patient had discontinued treatment in the titration period. If there 
are multiple such cases, then it may be appropriate to include a table that 
shows the incidence of TEAEs in the maintenance period for patients who 
discontinued in the titration period. However, if such cases are rare, it may be 
adequate to present the data as recommended for onset in the maintenance 
period but indicate as a footnote that the patient discontinued in the titration 
period.

Sponsor response: 
AbbVie is concerned that the assignment of this single subject to the maintenance period 
has additional consequences for how the other discontinued subjects in the controlled study 
are handled. If the rationale for adding this subject to the maintenance period is because 
they were technically at risk during this timeframe (maintenance defined as > 28days), we 
would then conclude that all the subjects who discontinued during titration phase should 
also be added back to the maintenance period as they too remained at risk for an additional 
30 days. We are concerned that this methodology will artificially inflate the denominator 
and dilute any potential safety signal. This is of particular concern as the pivotal study is 
our only comparator study. 

Therefore, we propose to not place the subject in the maintenance period but present it 
separately in its own table with the appropriate table. If agreeable to the Agency, we will 
footnote the Maintenance table to make reference to the individual subject table.

Meeting Discussion: 
The Sponsor’s proposal to only count the single patient who discontinued in the titration 
phase is acceptable. 

Reference ID: 3288587



ODE I/Division of Neurology Products                     Type B meeting  Confidential 
NDA 203952   4/11/2013 
             

Question 7b: 
Does the Agency agree that this proposal resolves RTF Item 7? 

Preliminary FDA Response:  
See response to 7a. 

Sponsor response: 
Please see response to 7a. 

Meeting Discussion: 
See meeting discussion for 7a. 

Question 8a: 
Does the Agency agree with the proposed dose conventions? 

Preliminary FDA Response: 

No. Instead of leaving the total daily levodopa dose as blank when there is some 
reason why that dose is not known, we request that you provide some indicator of the 
reason why  the dose is not known. You could do this by assigning some specific 
coding letter for each specific reason (e.g., you have described 3 possible scenarios). 

You have also noted that you planned to assign the last non-missing total daily 
levodopa dose to the date of resolution when a TEAE is ongoing at the data cut-off 
date but the patient is continuing treatment in your clinical program. We ask you 
provide some special indicator for such cases. 

Sponsor response: 
No further discussion.

Meeting Discussion: 
No further discussion. 

Question 8b: 
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The briefing package indicates that  levodopa and  carbidopa 
monohydrate conform to the respective USP monographs, plus additional testing 
(description, identification by IR, particles size, and microbial count). Clarify 
whether the  drug substances are tested in accordance with the USP 
monographs and identify the facility(ies) responsible for testing these materials. 

With respect to hold times for the  drug substances, you provided hold 
time stability data on  levodopa and carbidopa, but the carbidopa data 
did not include particle size data. 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 9b: 
Does the Agency agree that this proposal resolves Item 9? 

Preliminary FDA Response: 
See the above response.  The adequacy of the provided data will be a matter for 
review. 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Clinical Questions

Question 10a: 
Does the Agency agree with the proposed presentation for subgroup analyses for outliers 
(PCS values)? 

Preliminary FDA Response: 
• No. You have presented tabular formats for the controlled trial showing 6 data 

columns for 2 treatments and  3 dose perspectives and one member (e.g., male) 
of a subgroup consisting of 2 members (male, female). In such instances, the 
results of the other member (female) of the subgroup would be presented in 
another separate table. This approach is not conducive for reviewing and 
comparing results of the subgroup. The results for all treatments and all dose 
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perspectives, for all members of the subgroup should be presented in a format 
that allows easy comparison of the subgroups (i.e., showing 12 data columns 
for two treatments, 3 dose perspectives, and 2 subgroups on the same page in 
the controlled trial; and showing 6 or 9 data columns for one treatment, 3 dose 
perspectives, and 2 or 3 subgroups on the same page in the pooled, open-label 
trials). You have indicated that it is possible to present tabular analyses with a 
tabular format of up to 12 columns of data. 

• All subgroup analyses should also be presented for 4 time perspectives (onset 
any time in whole trial, onset in titration period, onset in maintenance period, 
onset in titration period and persisting > 7 days in maintenance period). 

Sponsor response: 
Please refer to response to Question 7a. 

Meeting Discussion: 
See meeting discussion for 7a. 

Question 10b: 
Does the Agency agree that the planned analyses when presented in the NDA resubmission 
will resolve Item 10? 

Preliminary FDA Response:  
See response to 10a. 

Sponsor response: 
Please refer to response to Question 7a. 

Meeting Discussion: 
See meeting discussion for 7a. 

Question 11: 
Does the Agency agree that the modifications to the patient narrative table as described 
above and shown in .Appendix G are acceptable to resolve Item 11? 

Preliminary FDA Response: 
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• No. The dose designated in the comprehensive listing of all patients with 
narratives should be the total daily levodopa dose at the time of onset of the 
adverse reaction prompting a narrative,  

. 

• We also have some additional comments/recommendations on the 
organization/format for the comprehensive listing of all patients with 
narratives: 

o Please organize the listing according to the following hierarchy of 
reasons for being on this list: death, non-fatal SAE, and TEAE causing 
study discontinuation. Thus, all the initial patients on this list in the first 
grouping will be associated with death, and the next grouping will be 
associated with a non-fatal SAE. If a patient has more than one reason 
for being on this list, insert the patient in the section according to the 
hierarchy recommended above here. All patients who are represented 
on a descriptive list only because of an AESI that was not associated 
with an SAE or study discontinuation should be in separate 
comprehensive, descriptive list (as in Appendix M) after this 
comprehensive, descriptive list (as in Appendix G) (see also DNP 
response to item/question # 21a). 

o We previously recommended (9/7/12) locating all narratives together in 
a single section of the ISS.

o If you need to find space for the format of this comprehensive list of 
patients, you can delete the 5 columns on the right for the 
Type/Category of TEAE Prompting a Narrative and show this reason in 
a single column. When there is more than one reason, the additional 
reason(s) can be outlined in the same column in a row immediately 
below the first reason.  

Sponsor response: 
AbbVie will organize the listing according to the following hierarchy of reasons for being 
on this list: death, non-fatal SAE, and TEAE causing study discontinuation. 

AbbVie will provide the total daily levodopa dose at time of onset of AE prompting a 
narrative. Collection of data for dosing was based of design of study (blinded, safety, 
extension treatment, study duration). The controlled trial used a daily dosing diary, while 
the remaining trials recorded dose only on certain visits. We will use the same algorithm 
proposed in response to Item 8 for value of levodopa dose at time of TEAE onset 

-If the total levodopa dose on day of onset was not recorded, the previous non- 
missing value will be carried forward 
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-For TEAE that occur before study drug start (AE on or after day of device 
placement by before study drug initiation), the total levodopa dose will be blank 
with a footnote indicate reason (pre-dose) 
-For TEAE onset that was after last dose of study drug (AE occurring within 30 
days after cessation of treatment still considered TEAE), the total levodopa dose 
will be blank with a footnote indicating reason (post-dose) 

As requested two separate lists will be provided.  The first list will be a comprehensive 
descriptive list (as in appendix G) followed by a second comprehensive and descriptive list 
which contains all patients who had an AESI that was not associated with an SAE or study 
discontinuation. Following both lists, the narratives will be presented in a single section of 
the ISS. The lists and the narratives following will be grouped by the hierarchy described 
above. Linking will be performed from the narrative to the eCRFs that we agreed to 
provide in the Pre-NDA Meeting (August 7, 2012) i.e. eCRFs for all subjects in Study S187-
3-001/S187-3-002, and for Studies S187-3-003,S187-3-004, and S187-3-005, eCRFs for 
subject deaths, serious adverse events, and premature subject discontinuations.
Thank you for the suggestions on how to obtain additional space for the format of the list as 
requested, we will make these changes. 

Meeting Discussion: 
No further discussion. 

Question 12a: 
Does the Agency agree with the following proposals? 
(1) maintain the post-text tables and listings TOC 
(2) provide a table numbering convention guide with key words, and 
(3) provide a TOT using abbreviated table titles categorized by key safety topics described 
above with key words and including hyperlinks directly to each table. 

Preliminary FDA Response: 
Dr. Kapcala in a teleconference with the sponsor on 3/5/13 has provided detailed 
comments/recommendations on improving the TOC by shortening the number of 
pages in the TOC, and making table names more concise, more descriptive, and 
consistent. Please refer to those comments/recommendations. 

Sponsor response: 
The Sponsor has noted DNP’s recommendations from the teleconference of 3/5/13 to 
shorten the titles of tables in the table of contents and, for example, will remove repetitive 
and extraneous terms, underline key words and reduce the font. It is important to note that 
with the addition of approximately 1000 safety tables consequent to requests made by the 
Medical Reviewer, the table of contents will be longer than the one originally submitted; 
however, we will ensure it is as concise as possible. Based on feedback provided at the 
3/5/13 teleconference, we will not provide the table numbering convention guide.  Also, 
unless positive feedback is provided on the TOT, we will not provide this. 
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On 3/8/13 we sent the following email: 

“… we have taken your advice to shorten the table titles in the TOC.  This is reflected in the 
list of AE tables and prototypes.  The font of the TOC will also be reduced to ensure that 
more table titles will fit on one page.  Finally, key words will be underlined in the TOC. 
Please let me know if you need anything in addition in order to review these documents.“ 
We would like to understand if the format that we provided for the TOC will address your 
concerns.

Meeting Discussion: 
The plan appears to be acceptable. 

Question 12b: 
In totality, do these proposals resolve Item 12? 

Note: AbbVie requests that if the Agency requires changes to the table numbering 
convention guide and the key safety topics or structure of the TOT, that these proposed 
changes be provided in the preliminary comments to facilitate discussion at the Type A 
meeting. 

Preliminary FDA Response:  
See response to 12a. 

Sponsor response: 
Please refer to response to Question 12a. Does the review team believe that the ToT will be 
useful in their review of the submission?  

Meeting Discussion: 
No further discussion. 

Question 13: 
Does the Agency agree that the proposal to present analyses by time for outliers will 
adequately resolve Item 13? 

Preliminary FDA Response: 

• Yes, the analyses described in the briefing package appear to be acceptable. 
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• You have noted that because there were no measurements of clinical 
laboratory analytes during the titration period, associated tables will not be 
provided. You are also unable to provide “persistent” tabular analyses for 
clinical laboratory analytes because these data were not collected in the 
titration period. 

• The subgroup analyses for all subgroups will also need to be conducted and 
submitted for all outlier analyses of all patients according to the 4 time 
perspectives (when applicable). 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 14: 
Does the Agency agree that the tables provided in Appendix K in conjunction with the 
provision of the additional tables satisfying RTF Item 7, will adequately address this non- 
RTF item? 

Preliminary FDA Response: 
• Yes, presumably, if the analyses are submitted as proposed here. 

• These analyses (according to the 3 dose perspectives) should also be presented 
according to the 4 time perspectives. 

• The subgroup analyses for all subgroups will also need to be conducted and 
submitted according to the 4 time perspectives. 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 15: 
Does the Agency agree that the proposal to present the requested analyses by race will 
adequately address the Agency's concerns to resolve Item 15? 

Preliminary FDA Response: 
• Yes, the analyses described in the briefing package appear to be acceptable. 
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• DNP reminds you that all analyses (according to the 3 dose perspectives) of 
race should be presented according to the 4 time perspectives and that each 
analysis of every time perspective should also be submitted for all subgroups. 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 16a: 
Does the Agency agree with this methodology and format for providing the total and 
percentage of TEAEs that were present at Baseline but became worse during treatment? 

Preliminary FDA Response: 
• No, we recommend that your approach (methodology and format) for 

documenting adverse events present at baseline and worsening during 
treatment is not limited to adverse events associated with Parkinson's disease. 
For example, a patient may have had somnolence at baseline and this 
somnolence worsened during treatment. With your approach, it does not 
appear that somnolence would be captured in your confirmatory analyses. 
We recommend that you discuss with us an alternative approach if the number 
of adverse events present at baseline and worsening during treatment is too 
large.

• These confirmatory analyses should be conducted for the controlled trial and 
pooled, open-label trials. 

• The table shown in Appendix J appears to be adequate. However, please 
provide hyperlinks to the CRF for each TEAE captured. 

Sponsor response: 
The approach Abbvie has outlined in the briefing package does capture all AEs present at 
baseline and worsening during treatment, not just those limited to PD. As an example, the 
table provided in Appendix J lists insomnia, hypotension and REM Behavioral Sleep 
Disorder which are not specific PD symptoms, in addition to other symptoms that are PD 
related (eg. dyskinesia). Therefore the approach proposed by AbbVie is appropriately 
broad to capture events present at baseline which worsen during the study.  
The tables requested in the RTF letter (which we assume are referred to in the preliminary 
response as confirmatory analysis), specifically 1) Number and percentage of subjects with 
worsening baseline TEAEs and 2) Worsening symptom TEAS reported as a number and 
percentage of all TEAEs, have been developed based on analyses conducted for both the 
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controlled trial and the open label trials as requested. The top-line results of these 
analyses, demonstrating consistency of reporting within the program, are presented below:

1) Number and percentage of subjects with worsening baseline TEAEs
Active Controlled study:  24/71 (34%) of subjects reported at least one worsening event
Pooled Open Label studies: 199/412 (48%) of subjects reported at least one worsening 
event

2) Worsening symptom TEAS reported as a number and percentage of all TEAEs.  
Active Controlled study: 40/502 (7.7%) of all incidences of TEAS  
Pooled Open Label studies: 539/4397 (12.3%) of all incidences of TEAEs  

The provided example listing (Appendix J) captures all baseline AEs as well as all 
conditions identified in the medical history or specific PD related terms which could 
worsen to demonstrate that Investigators did, in fact, identify worsening of baseline AEs or 
baseline conditions as TEAEs.
As requested, terms in the example listing are hyper-linked to the same terms in the eCRF, 
for the Controlled Clinical study, since it was agreed at the pre-NDA meeting that all 
eCRFs for the pivotal study would be submitted.
Therefore AbbVie feels that we have responded completely once the confirmatory tables 
referred to above (Number and percentage of subjects with worsening baseline TEAEs and 
 Worsening symptom TEAS reported as a number and percentage of all TEAEs)  have been 
included in the resubmission.

Meeting Discussion: 
The plan appears to be acceptable. 

Question 16b: 
Does the Agency agree with the proposed methodology to generate the in-text table (the 
requested example listing)? 

Preliminary FDA Response:  
See response to 16a. 

Sponsor response: 
Please see response to 16a. 

Meeting Discussion: 
See meeting discussion for 16a. 

Question 16c: 
Does the Agency agree that the in-text tables described adequately addresses the request for 
a sample listing? 
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Preliminary FDA Response:  
See response to 16a. 

Sponsor response: 
Please see response to 16a. 

Meeting Discussion: 
See meeting discussion for 16a. 

Question 16d: 
Does the Agency agree that the new ISS Section 5.2.6 with the new in-text table and post- 
text tables described above will adequately address the non-RTF item of adverse events that 
were present at baseline and became worse during treatment that were counted as a TEAE? 

Preliminary FDA Response:  
See response to 16a. 

Sponsor response: 
Please see response to 16a. 

Meeting Discussion: 
See meeting discussion for 16a. 

Question 17: 
Does the Agency agree that the proposal to present subgroup analyses by treatment and 
dose will adequately resolve Item 17? 

Preliminary FDA Response: 

No. Based upon discussion and interactions with the sponsor subsequent to 
submission of this meeting briefing package, you have agreed to present all results of 
subgroup analyses for the controlled trial in 12 columns (2 treatments X 3 dose 
perspectives X 2 subgroups = 12 data columns) on the same page to facilitate 
subgroup comparisons. You also agreed that all results for subgroup analyses for the 
pooled, open-label trials will be presented  in 6 or 9 columns page (1 treatment X 3 
dose perspectives X 2 or 3 subgroups = 6 or 9 data columns) on the same page, 
depending on whether there are 2 or 3 subgroups. 

Sponsor response: 
Please see response to Question 7a. 
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Meeting Discussion: 
See meeting discussion for 7a. 

Question 18: 
Does the Agency agree that the proposed subgroup analyses when presented in the NDA 
resubmission will adequately resolve Item 18? 

Preliminary FDA Response: 
No. The subgroup analyses should be presented according to the 4 time perspectives 
outlined previously for controlled trial (in 12 data columns on the same page) and for 
pooled, open-label trials (in 6 or 9 data columns on the same age) for: 

o TEAEs
• any TEAE 
• all AESI 
• falls PT search 
• hypotension/orthostatic hypotension PT search 

o SAEs
• any SAE 
• all AESI 
• falls PT search 
• hypotension/orthostatic hypotension PT search 

o TEAEs causing study discontinuation 
• any TEAE 
• all AESI 
• falls PT search 
• hypotension/orthostatic hypotension PT search. 

Sponsor response: 
Please refer to response to Question 7a. 

Meeting Discussion: 
See meeting discussion for 7a. 

Question 19a:
AbbVie agrees to perform the markedly abnormally low and high outlier analyses using the 
Agency's preferred values.  Can the Agency please provide their preferred thresholds for 
the markedly abnormally low and high outliers (ISS terminology is PCS values) in the 
document provided in Appendix L in preliminary comments prior to the Type A meeting? 
Please note that this is the same document provided to the Agency to provide the outliers on 
October 26, 2011 and January 28, 2013. 
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Preliminary FDA Response: 
We will provide a recommended table of outlier cut-off values for markedly 
abnormal/potentially clinically significant values in a separate table. 

Sponsor response: 
No further discussion 

Meeting Discussion: 
No further discussion. 

Question 19b: 
Does the Agency agree that the proposal for the handling of reference ranges and PCS. 
values will adequately resolve Item 19? 

Preliminary FDA Response:  
Please response to 19a. 

Sponsor response: 
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 20: 
Does the Agency agree that the proposal for the presentation of and linking to narratives 
will adequately resolve Item 20? 

Preliminary FDA Response: 
No. DNP requests that linking to the CRF occur directly from each narrative to its 
respective CRF. It is not necessary to providing linking to the CRF from the 
comprehensive list. 

Sponsor response: 
The linking of eCRFs will occur directly from each narrative to its respective eCRF. 
Linking will be performed for the eCRFs that we agreed to provide in the Pre-NDA 
Meeting (August 7, 2012) i.e. eCRFs for all subjects in Study S187-3-001/S187-3-002, and 
for Studies S187-3-003,S187-3-004, and S187-3-005, eCRFs for subject deaths, serious 
adverse events, and premature subject discontinuations.

Meeting Discussion: 
No further discussion. 
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Question 21a: 
Does the Agency agree with the proposed format and content of the additional AESI 
narratives? 

Preliminary FDA Response: 
• It is not necessary to provide any narratives for patients with any AESI that 

was not an SAE or a TEAE causing study discontinuation. Instead, we request 
that all such patients be included in a comprehensive, descriptive list as 
outlined in Appendix M, and that this list be located immediately following the 
comprehensive, descriptive list of patients with narratives (as outlined in 
Appendix G). 

• We request that the total daily dose of levodopa on this list be the specific dose 
associated with each specific AESI, and not the mean total daily levodopa dose 
in the trial. 

• We recommend that the format of the list outlined in Appendix M be modified 
to try to show many more patients on each page than are currently shown. The 
footnotes shown at the bottom (of Appendix M) do not need to be presented on 
every page of this list, but can be shown solely on the first page.  

Sponsor response: 
Clarification of Question 21 and the Additional FDA Clarification 
In the RTF letter received by the Sponsor on January 15, 2013, Item 21 states the 
following:  
“Provide narratives for all patients with an AESI.” 
In the first response received on March 13, 2013 to the February 14, 2013, Type A meeting 
briefing document, FDA stated the following regarding the Sponsor’s question to Item 21: 

“It is not necessary to provide any narratives for patients with any AESI that was an SAE 
or a TEAE causing study discontinuation. Instead, we request that all such patients be 
included in a comprehensive, descriptive list as outlined in Appendix M, and that this list be 
located immediately following the comprehensive, descriptive list of patients with 
narratives (as outlined in Appendix G).” 

FDA provided a further clarification on March 13, 2013, regarding the response to Item 21 
as follows: 
It is not necessary to provide any narratives for patients with any AESI that was not an SAE 
or a TEAE causing study discontinuation. Instead, we request that all such patients be 
included in a comprehensive, descriptive list as outlined in Appendix M, and that this list be 
located immediately following the comprehensive, descriptive list of patients with 
narratives (as outlined in Appendix G).  
The Sponsor requests confirmation that narratives for any patient with any AESI that was 
not an SAE or a TEAE do not have to be included in the NDA resubmission. 
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Meeting Discussion: 
No further discussion. 

Question 21b: 
Does the Agency agree that the proposal above will satisfy Item 21? 

Preliminary FDA Response:  
See response to 21a. 

Sponsor response: 
No further discussion 

Meeting Discussion: 
No further discussion. 

Question 22: 
Does the Agency agree that the proposal to present analyses for TEAEs suggestive of falls 
will adequately resolve Item 22? 

Preliminary FDA Response: 
• No. DNP requests that analyses for TEAEs related to falls (as per outlined PT 

search list) and hypotension/orthostatic hypotension (as per outlined PT search 
list be submitted for the controlled trial (showing 6 column data format) and 
for the pooled, open-label trials (showing 3 column) according to the 4 time 
perspectives outlined previously for any TEAEs on each PT search list, for any 
PT in the search list designated an SAE, and for any PT in the search list 
designated as a TEAE causing study discontinuation. 

• All the above outlined analyses for TEAEs suggestive of falls or of 
hypotension/orthostatic hypotension should also be conducted for every 
subgroup and presented in 12 data columns for the controlled trial and 6 or 9 
data columns for the pooled, open-label trials (see also DNP response to 
item/question # 18. 

Sponsor response:
Please see response to 7a. 

Meeting Discussion: 
See meeting discussion for 7a. 

Question 23: 
Does the Agency agree that this proposal resolves Item 23 (clinical data requests)? 
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Preliminary FDA Response: 
Yes. In addition, we will provide an outline of all requested safety analyses. We 
understand that you agree to submit these analyses in the format requested (as per 
9/7/12 Pre-NDA meeting minutes outlining our requests for safety analyses). 

Sponsor response: 
We developed a complete list of safety analyses and table prototypes that address the 
requests for safety analyses identified in the 9/7/12 Pre-NDA Meeting Minutes, Refuse to 
File Letter and clarifications provided by DNP in the teleconference on 3/5/13.  
In an email dated 3/8/13 we submitted to DNP a list of planned analyses (attached) and a 
number of prototypes to ensure that we addressed all of these requests: 
“Attached is a list of planned analyses that we think will address all your requests from the 
meeting.  Also attached are 15 prototypes of table shells. As you and I discussed on 
Wednesday, March 6th, can you please review and provide any comments you may have?”
We acknowledge DNPs offer to provide an outline of all requested safety analyses. As 
stated above, we provided the outline of proposed ISS analyses on 3/8/13.We request FDA 
feedback regarding that outline at the meeting. 
It is critical that we come to mutual agreement at the Type A meeting with the Division 
regarding the outline of analyses that AbbVie provided on 3/8/13 to permit resubmission of 
the NDA. It is important that we obtain a clear direction as soon as possible regarding all 
of the analyses that will be expected to permit filing of the NDA.  

Meeting Discussion: 
The requested safety analyses addressed by the attached list of tables are not filing issues 
but they facilitate the Agency’s review of the safety data.  

The Controlled Substance Staff (CSS) and CDRH were not included in the January 
16, 2013 meeting request from AbbVie to expedite scheduling of this meeting.  The 
questions directed to CSS and CDRH (Questions #24-29) are not filing issues; 
therefore, CSS and CDRH did not provide written responses for these questions and 
their representatives will not attend the meeting. 

Sponsor response:
The Sponsor acknowledges that the attendance of CSS and CDRH was not requested in the 
initial meeting request. We did however request participation at the meeting in the final 
briefing package. There are however some questions relevant to the resubmission that we 
would like to clarify. The Sponsor therefore requests that CSS and CDRH provide feedback 
on the briefing book questions in the final meeting minutes.

Meeting Discussion (Q24-29) 
Only Q28c was specifically addressed.  Please see meeting discussion for that question. 

Note to Sponsor: 
See “Additional Items Discussed” at the end of these meeting minutes. 
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Controlled Substance Staff Questions

Question 24: 
Does the Agency agree that the provision of the available postmarketing narratives and 
source documents along with the literature summary and articles will address Item 24? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 25: 
Does the Agency agree that the proposed content and format for the source documents for 
the 23 postmarketing events will provide adequate information to resolve Item 25? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 26: 
Does the Agency agree that information proposed above will adequately address the risk of 
drug access from the cassette/pump, and the potential for direct patient contact with the gel 
to resolve Item 26? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 27a: 
Does the Agency agree with AbbVie's proposal to evaluate customized reports from 
AAPCC to identify individual case narratives to request? 

Preliminary FDA Response: 
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Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 27b: 
Does the Agency agree that this proposal resolves Item 27? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

CDRH Questions

Question 28a: 
Does the Agency agree that the update provided above on Human Factors interactions with 
FDA and summary of actions taken will address the CDRH comment? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 28b: 
Are there additional HF studies that AbbVie should consider conducting beyond those 
presented in the NDA and, if so, is it possible to conduct these studies in parallel with the 
NDA review? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

Question 28c: 
In addition, can the Agency provide an overview of how the Centers and Offices (CDER, 
CDRH, OCP, DMEPA) will interact during the review? 
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Preliminary FDA Response: 

Sponsor response:
The RTF letter made reference to comments from CDRH regarding the analysis of the 
human factors studies that are potential review issues.  Based on interactions with CDRH 
HFPMET personnel during Sept 2012, the Sponsor believes that the potential review issues 
identified in the preNDA meeting minutes have been suitably addressed.  Please advise as 
to how the sponsor can obtain clarification from CDRH HFPMET personnel on whether 
the RTF letter refers to potential review issues beyond those previously described in the 
preNDA meeting minutes.  A brief teleconference with CDRH HFPMET personnel would 
be preferred to assure questions from the Agency and the sponsor are suitably addressed. 

Meeting Discussion: 
The comments in the RTF Letter from CDRH and CSS were not filing issues.  The 
review process is integrated, and interactive. The process engages review teams from 
other Agency offices and Divisions through out the review cycle.

Question 29a: 
Can the Agency provide guidance on how product approval and 510(k) clearances will be 
coordinated? 

Preliminary FDA Response: 

Sponsor response:
As outlined in the information package, the sponsor will submit the first 510(k) application 
to CDRH in March. 

Meeting Discussion: 
No further discussion. 

Question 29b: 
Can the Centers involved in approval and clearance (CDER and CDRH) notify AbbVie of
any concerns regarding the 510(k) application submission plans in the preliminary 
comments prior to the Type A meeting? 

Preliminary FDA Response: 

Sponsor response:
Please see previous response regarding CSS and CDRH feedback on briefing book 
questions.

General Questions

Question 30: 
AbbVie respectfully requests that the Agency issue final meeting minutes less than 30 days 
from the conclusion of the Type A meeting.  Can the Agency fulfill this request? 
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Preliminary FDA Response: 
We plan to submit final meeting minutes within 30 days of the meeting, and sooner if 
possible.

Sponsor response:
No further discussion. 

Meeting Discussion: 
No further discussion. 

Question 31: 
Does the Division agree with this proposal (Resubmission Mechanism)? 

Preliminary FDA Response: 
In general, the proposed mechanism is acceptable. However, the ability to navigate 
within the resubmission is essential, and this will require review of the resubmitted 
application.

Sponsor response:
As described in the Type A Information Package, we plan to resubmit all changed files 
using “replace” as the eCTD leaf operation attribute.  In addition, we plan to resubmit any 
files that contain hyperlinks to the replaced files, even if their content is not changing using 
“replace” as the eCTD leaf operation attribute.  If the eCTD current view is used, or if the 
reviewer opens the resubmission sequence (0014), all hyperlinks will navigate to the 
appropriate file.  However, if the reviewer opens the original (0000) sequence and clicks on 
a hyperlink, they may be directed to a file that has been replaced.
Is this resubmission mechanism acceptable?  Is there a different mechanism that is 
suggested?

Meeting Discussion: 
The plan appears to be acceptable. 

Question 32: 
Does the Agency agree with this proposal (Data Cutoff for the Resubmission)? 

Preliminary FDA Response: 
• The majority of the long-term safety data should be included in the NDA. 

Under the current plan, the 120-day safety update would contain information 
for approximately 1- year of patient follow-up that is longer and larger than 
the safety information contained in the NDA.  The cut-off date for the long- 
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date of filing will be made available at the 120 day update, AbbVie proposes to keep the 
May 4 2012 cut-off date for the NDA. 

Meeting Discussion: 
The Sponsor proposes to include the majority of the safety information with the NDA 
resubmission.  The plan is to resubmit the NDA in June or July 2013.  They propose to 
retain the original NDA cut-off date of May 4, 2012, for the ISS.  The 120-day Safety 
Update will include safety information for an additional 206 patient who continued 
treatment under open-label conditions for approximately 13-14 months.  The Sponsor 
confirmed that enrollment is complete, and the 120-day safety update will not include 
information from new patients enrolled after the cut-off date for NDA filing.  The 120 
day Safety Update will present exposure and AE tables in 3 columns that show the 
number of patients or and events included in the NDA resubmission, another that shows 
the number of new events and patients included in the 120-day safety update and the last 
column will contain the new totals (NDA plus the 120-day update).  The NDA 
resubmission will include updated information for deaths and Serious Adverse Events up 
to a cut-off date of 11/16/12 with the additional information place in the 120-day safety 
update using a cut-off date in July 2013. 

Question 33: 
Does the Agency agree with this proposal (Further Understanding AE Profile)? 

Preliminary FDA Response:  
Yes.

Sponsor response:
No further discussion 

Additional Items Discussed:

Meeting Discussion: 
The Sponsor is willing to remove the “Special Character” in the data files that prevent 
the files from being loaded into the Agency’s version of JReview.  The Review Division 
will ask the Agency’s data management team to identify the special character and 
include the response in the Agency’s meeting minutes. 

Post Meeting Note (conveyed to the sponsor via email on 3/20/13): 
SAS datasets labels with unbalanced 'apostrophe' are in the current data submission, for 
example IPD dataset labeled "Diagnosis of Idiopathic Parkinson's. 

The company has to remove all 'apostrophe' from SAS datasets labels. 
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Meeting Discussion: 
Dr. Bastings will contact CDRH and ask if they can provide written responses to the 
Sponsor’s questions #24-29 in the meeting package.  If possible, these responses will be 
included in the Agency’s meeting minutes. 

Post Meeting Note: 
CDRH will provide responses that will be sent separately from these meeting minutes. 

3.0 ISSUES REQUIRING FURTHER DISCUSSION 
None.

4.0 ACTION ITEMS 
None.

5.0   ATTACHMENTS AND HANDOUTS 
The sponsor provided analyses and handouts the morning of the sponsor meeting that 
were not discussed during the meeting and are not attached to these minutes.  Please see 
March 27, 2013 electronic submission for the additional sponsor submitted information. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
  

 

 Food and Drug Administration
Silver Spring  MD  20993 

 
NDA 203952 

REFUSAL TO FILE 
AbbVie Inc. 
Attention:  Jeremy M. McCumber, M.S. 
Manager, Regulatory Affairs - PPG 
1 N. Waukegan Road 
North Chicago, IL 60064 
 
 
Dear Mr. McCumber: 
 
Please refer to your November 16, 2012, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Levodopa-Carbidopa Intestinal Gel 
(LCIG). 
 
After a preliminary review, we find your application is not sufficiently complete to permit a 
substantive review.  Therefore, we are refusing to file this application under 21 CFR 314.101(d), 
for the following reasons: 
 
 
Chemistry, Manufacturing and Controls
The process description for the drug product in this NDA is very general, lacking enough detail 
to review.  This is a 505 (b) (2) application which requires a Master Production Record [see 21 
CFR § 314.54 (a) (1) (i)].  In addition, an Executed Batch Record was provided, but only written 
in the Norwegian language where an English translation is required [see 21 CFR § 314.50 (g) 
(2)].  
 
The following are required in order to address the above filing issues: 
 
• Provide a proposed or actual Master Production Record for the complete drug product 

manufacturing process, from initiation through the filling and packaging process.  
Manufacturing equipment should be described.  If this Master Production Record is not in the 
English language, provide the original record and the English translation.  This should be 
referenced in section 3.2.P.3.3 as the description for the manufacturing process.  Also 
provide a detailed manufacturing process description in section 3.2.P.3.3.  Since you propose 

 as the first step in the drug product manufacture, the details of this operation 
should be included in the above required record and manufacturing process details. 

 
• Provide the English translation of the Executed Batch Record in addition to the Norwegian 

version. 
 
• Provide executed batch records for the  of levodopa and carbidopa. 
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Statistical
The definition file (define.pdf) for the analysis datasets does not contain information detailing 
how the derived variables were calculated and which variables in the raw data or case report 
form were used to derive the variables. You must submit a more detailed data definition file as 
well as the programming code (e.g., in SAS, including macros code) that was used to generate 
the analysis datasets. 
 
 
Clinical
 
The summary of safety information is not sufficiently complete to permit a substantive review. 
In order to address this filing issue, you must provide the following: 
 
• A comprehensive, integrative review of the published literature for all types of TEAEs (and 

not only for adverse events of special interest).  
 
• A coding dictionary (as PDF files) showing how verbatim terms (VTs) for TEAEs were 

mapped to preferred terms (PTs) and also what VTs were subsumed under each PT. The 
“coding dictionary” consists of a list of all verbatim terms and the preferred terms to which 
they were mapped. Please submit the dictionary as a SAS transport file (.xpt) so that it can be 
resorted, and as a PDF document.  The dictionaries should provide mapping of PTs in both 
directions (verbatim -> preferred and preferred -> verbatim) and show all items on the left in 
alphabetical order with the corresponding terms on the right (also see ICH E3-12.2.2). 

 
• Analyses showing the incidence of treatment-emergent adverse events (TEAEs), serious 

adverse events (SAEs), TEAEs causing subject discontinuation for all dose categories (any 
dose, low dose, and high dose) and for all trial periods (developing any time during the trial, 
developing in the titration period, developing in the maintenance period, and persisting from 
the titration into the maintenance period). Provide that information for controlled trials, open-
label trials, and for pooled analyses of open-label trial data (also see ICH E3-12.3.3). 
 

• The treatment dose information at the time of TEAE onset and resolution of TEAE in the 
electronic datasets (also see ICH E3-12.2.3). 

 
 
Within 30 days of the date of this letter, you may request in writing a meeting about our refusal 
to file the application.  To file this application over FDA's protest, you must avail yourself of this 
informal conference. 
 
If, after the meeting, you still do not agree with our conclusions, you may request that the 
application be filed over protest.  In that case, the filing date will be 60 days after the date you 
requested meeting.  The application will be considered a new original application for user fee 
purposes, and you must remit the appropriate fee. 
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• To demonstrate that adverse events that were present at baseline but became worse on 

treatment were captured as TEAEs, please indicate the total number of TEAEs and the 
percentage of TEAEs for each trial, by treatment arm in controlled and open-label trials for 
new onset TEAEs (first onset during treatment) and adverse events present at baseline that 
became worse during treatment.  Please provide several sample listings of adverse events that 
were present at baseline and became worse during treatment that were counted as a TEAE.  
Provide hyperlinks to each listed example to the corresponding CRFs, permitting the 
reviewer to understand your TEAE selection criteria. 
 

• Please present all subgroup analyses of safety information according to study treatment and 
dose for controlled and open-label data. In addition, please provide a separate analysis by low 
dose versus high dose.  When feasible, present analyses for any dose and low dose and high 
dose on same page. When this is not feasible, present information for the any dose category 
for subgroup analyses on the same page, present dose analyses in one table then low dose 
versus high dose results together in another table.  
 

• Provide subgroup analyses for all treatment-emergent adverse events (TEAEs), serious 
adverse events (SAEs), and TEAEs causing study discontinuation according to dose for 
controlled and pooled open-label trial data. Your subgroup analyses for TEAEs was not 
comprehensive for all TEAEs but was limited only to adverse events of special interest 
(AESI). 
 

• We do not agree with the reference values for clinical laboratory analytes including normal 
reference range and the proposed thresholds for markedly abnormally low and high outliers. 
We would be happy to provide recommendations regarding the reference values for outliers. 
 

• Please present all narratives in a single location in the ISS and provide hyperlinks directly to 
narratives from ISS, from the comprehensive listing of all patients with narratives, and from 
the respective narrative whenever a reference to the narrative appears in the text of the ISS. 

 
• Provide narratives for all patients with an AESI. 

 
• Provide analyses for the incidence of TEAEs possibly suggestive of falls and 

hypotension/orthostatic hypotension, and TEAEs causing study discontinuation for: 
o All dose categories (any dose, low dose, high dose). 
o For all time categories (any time, titration phase, maintenance phase, and 

“persistent” abnormality from titration into maintenance phase), 
o For controlled trials, open-label trials and pooled data from open-label trials. 

 
• Please refer to the meeting responses and minutes for the August 7, 2012, Type B meeting 

for the analyses of clinical data that should be included in the NDA submission. 
 

 
 
 

Reference ID: 3245782



NDA 203952 
Page 5 
 
 
Controlled Substance Staff 
 
The literature describes a series of signs and symptoms called "dopamine dysregulation 
syndrome" (O'Sullivan et al. 2009; Giovannoni et al. 2000) that is associated with levodopa drug 
use in patients, and has features that are difficult to distinguish from or overlap with recreational 
drug abuse.  In order to better understand this risk, you should provide the following: 

• Case narratives or source documents supporting the text described in the eCTD Section 
2.7.4.5.6 (Drug Abuse) statement: "However, there are rare postmarketing reports of abuse 
and dependence of medications containing levodopa.  In general, these reports consist of 
patients taking increasing doses of medication in order to achieve a euphoric state."   
 

• The source documents of the 23 postmarketing cases identified using the Abuse Liability 
CMQ from the worldwide, Duodopa  patient-treatment-year postmarketing database as 
described in your LCIG Abuse Potential Assessment. 
 

• An assessment of the risk of accessing the drug directly from the current cassette/pump 
assembly, and any data regarding the direct contact effects of the gel. 

 
• Information on the 20 to 40 intentional case exposures a year in the AAPCC National Poison 

Data Systems (NPDS) annual reports for "levo-dopa" drugs from 2005-2010.   
 

 
Center for Devices and Radiological Health 
 
Please refer to the meeting responses and minutes for the August 7, 2012, Type B meeting for 
comments from Center for Devices and Radiological Health regarding the analysis of the human 
factors studies that are potential review issues. 
 
If you have any questions, call Stacy Metz, PharmD, Regulatory Project Manager, at (301) 796-
2139. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Russell Katz, M.D. 
Director 
Division of Neurology Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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