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EXCLUSIVITY SUMMARY 

NDA # 209092  SUPPL #  HFD # 

Trade Name   KISQALI® 

Generic Name   Ribociclib

Applicant Name   Novartis Pharmaceuticals Corporation    

Approval Date, If Known   March 13, 2017 

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

b)  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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c)  Did the applicant request exclusivity?
 YES NO 

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

Novartis did not specify

d) 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 
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NDA #(s).

     
NDA#

NDA#

NDA#

2.  Combination product.  

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

 YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed only 
if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
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"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 

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:                                     
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(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:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval:

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

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

Investigation #1    YES NO 

Investigation #2    YES NO 

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

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

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the 
application or supplement that is essential to the approval (i.e., the investigations listed in 
#2(c), less any that are not "new"):

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

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

Investigation #1 !
!

IND # YES  !  NO     
!  Explain: 

                          
             

Investigation #2 !
!

IND # YES   !  NO    
!  Explain: 
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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:  Elleni Alebachew                    
Title:  Senior Regulatory Project Manager
Date:  2/24/2017
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Name of Division Director signing form:  Geoffrey Kim, MD
Title:  Director, DOP1

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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03/13/2017
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ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   209092
BLA #   

NDA Supplement #   
BLA Supplement #   

If NDA, Efficacy Supplement Type:   
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name:   KISQALI® 
Established/Proper Name:  ribociclib
Dosage Form:          Tablets

Applicant:  Novartis Pharmaceuticals Corporation
Agent for Applicant (if applicable):  

RPM:  Elleni Alebachew Division:  

NDA Application Type:    505(b)(1)     505(b)(2)
Efficacy Supplement:        505(b)(1)     505(b)(2)

BLA Application Type:    351(k)     351(a)
Efficacy Supplement:       351(k)     351(a)

For ALL 505(b)(2) applications, two months prior to EVERY action: 

• Review the information in the 505(b)(2) Assessment and submit 
the draft2 to CDER OND IO for clearance.  

• Check Orange Book for newly listed patents and/or 
exclusivity (including pediatric exclusivity)  

 No changes     
 New patent/exclusivity  (notify CDER OND IO)   

Date of check: 

Note: If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine whether 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

Actions

• Proposed action
• User Fee Goal Date is April 29, 2017   AP          TA       CR    

• Previous actions (specify type and date for each action taken)                  None    
If accelerated approval or approval based on efficacy studies in animals, were promotional 
materials received?
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain 

  Received
N/A

Application Characteristics 3 n

1 The Application Information Section is (only) a checklist.  The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package.
2 For resubmissions, 505(b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed drug, patent certification 
revised).
3 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  
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Review priority:       Standard       Priority
Chemical classification (new NDAs only):          kinase inhibitor 
(confirm chemical classification at time of approval)

  Fast Track                                                                  Rx-to-OTC full switch
  Rolling Review                                                          Rx-to-OTC partial switch
  Orphan drug designation                                           Direct-to-OTC
  Breakthrough Therapy designation  

(NOTE: Set the submission property in DARRTS and notify the CDER Breakthrough Therapy Program Manager; 
Refer to the “RPM BT Checklist for Considerations after Designation Granted” for other required actions: CST SharePoint)

NDAs:  Subpart H                                                                           BLAs:  Subpart E
      Accelerated approval (21 CFR 314.510)                                   Accelerated approval (21 CFR 601.41)
      Restricted distribution (21 CFR 314.520)                                  Restricted distribution (21 CFR 601.42)

              Subpart I                                                                                          Subpart H 
      Approval based on animal studies                                              Approval based on animal studies

  Submitted in response to a PMR                                              REMS:    MedGuide
  Submitted in response to a PMC                                                              Communication Plan
  Submitted in response to a Pediatric Written Request                             ETASU

  MedGuide w/o REMS
  REMS not required

Comments:  

BLAs only:  Is the product subject to official FDA lot release per 21 CFR 610.2 
(approvals only)   Yes       No

Public communications (approvals only)

• Office of Executive Programs (OEP) liaison has been notified of action   Yes     No

• Indicate what types (if any) of information were issued 

  None
  FDA Press Release
  FDA Talk Paper
  CDER Q&As
  Other ASCO Burst

Exclusivity

• Is approval of this application blocked by any type of exclusivity (orphan, 5-year 
NCE, 3-year, pediatric exclusivity)?

• If so, specify the type
  No             Yes

Patent Information (NDAs only)

• Patent Information: 
Verify that form FDA-3542a was submitted for patents that claim the drug for 
which approval is sought.   

  Verified
  Not applicable because drug is 

an old antibiotic. 

CONTENTS OF ACTION PACKAGE

Officer/Employee List
List of officers/employees who participated in the decision to approve this application and 
consented to be identified on this list (approvals only)   Included

Documentation of consent/non-consent by officers/employees   Included
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Action Letters

Copies of all action letters (including approval letter with final labeling)
Action(s) and date(s) 
Approval
3/10/2017

Labeling

Package Insert (write submission/communication date at upper right of first page of PI)

• Most recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format) 

  Included 3/2/2017

• Original applicant-proposed labeling   Included 8/29/2016

Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write 
submission/communication date at upper right of first page of each piece)

  Medication Guide
  Patient Package Insert 
  Instructions for Use
  Device Labeling
  None

• Most-recent draft labeling (if it is division-proposed labeling, it should be in 
track-changes format)

  Included    3/3/2017

• Original applicant-proposed labeling   Included     8/29/2016

Labels (full color carton and immediate-container labels) (write 
submission/communication date on upper right of first page of each submission)

• Most-recent draft labeling   Included 3/3/2017

Proprietary Name 
• Acceptability/non-acceptability letter(s) (indicate date(s))
• Review(s) (indicate date(s)   

Acceptable 
11/21/2016
9/27/2016

Labeling reviews (indicate dates of reviews)

RPM:  None  10/26/2016
DMEPA:  None  12/2/2016
DMPP/PLT (DRISK): 

 None  
2/3/2017 (PLT)
2/27/2017 (DRISK)

OPDP:  None  2/3/2017
SEALD:  None   
CSS:  None  
Product Quality  None  
Other:  None   

Administrative / Regulatory Documents

RPM Filing Review4/Memo of Filing Meeting (indicate date of each review)
All NDA 505(b)(2) Actions: Date each action cleared by 505(b)(2) Clearance Committee 

10/26/2016

  Not a (b)(2)     

NDAs/NDA supplements only:  Exclusivity Summary (signed by Division Director)   Completed  (Do not include)

Application Integrity Policy (AIP) Status and Related Documents  
http://www fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm  

• Applicant is on the AIP   Yes       No

4 Filing reviews for scientific disciplines are NOT required to be included in the action package.
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• This application is on the AIP

o If yes, Center Director’s Exception for Review memo  (indicate date)

o If yes, OC clearance for approval (indicate date of clearance 
communication)

  Yes       No

          Not an AP action

Pediatrics (approvals only)
• Date reviewed by PeRC   February 22, 2017

If PeRC review not necessary, explain:  

PeRC Meeting minutes
3/7/2017

Breakthrough Therapy Designation   N/A

• Breakthrough Therapy Designation Letter(s) (granted, denied, an/or rescinded) 8/2/2016

• CDER Medical Policy Council Breakthrough Therapy Designation 
Determination Review Template(s) (include only the completed template(s) and 
not the meeting minutes)

8/2/2016

• CDER Medical Policy Council Brief – Evaluating a Breakthrough Therapy 
Designation for Rescission Template(s) (include only the completed template(s) 
and not the meeting minutes) 

(completed CDER MPC templates can be found in DARRTS as clinical reviews or on 
the MPC SharePoint Site)

N/A 

Outgoing communications: letters, emails, and faxes considered important to include in 
the action package by the reviewing office/division (e.g., clinical SPA letters, RTF letter, 
Formal Dispute Resolution Request decisional letters, etc.) (do not include OPDP letters 
regarding pre-launch promotional materials as these are non-disclosable; do not include 
Master File letters; do not include previous action letters, as these are located elsewhere 
in package)

3.1.2017
2.23.2017
2.22.2017
2.17.2017
2.16.2017
2.15.2017
2.10.2017
2.9.2017
2.6.2017
2.3.2017(2)
1.19.2017
1.3.2017
12.13.2016
12.8.2016
12.7.2016
12.5.2016(2)
11.18.16
11.8.2016
11.18.2016
11.4.2016
10.26.2016
10.25.2016(3)
10.20.2016
10.14.2016
10.13.2016(2)
9.30.2016 (2)
9.29.2016(2)
9.28.2016
9.21.2016(2)
9.15.2016
9.14.2016
9.7.2016

Internal documents: memoranda, telecons, emails, and other documents considered 
important to include in the action package by the reviewing office/division (e.g., 
Regulatory Briefing minutes, Medical Policy Council meeting minutes)

None

Reference ID: 4068535



NDA/BLA #
Page 5

Minutes of Meetings

• If not the first review cycle, any end-of-review meeting (indicate date of mtg)   N/A or no mtg    

• Pre-NDA/BLA meeting (indicate date of mtg)   No mtg    7/21/2016

• EOP2 meeting (indicate date of mtg)   No mtg    10/2/2014           

• Mid-cycle Communication (indicate date of mtg)   N/A    12/15/2016

• Late-cycle Meeting (indicate date of mtg)   N/A    2/24/2017
• Other milestone meetings (e.g., EOP2a, CMC focused milestone meetings) 

(indicate dates of mtgs) N/A

Advisory Committee Meeting(s)   No AC meeting

• Date(s) of Meeting(s)

Decisional and Summary Memos

Office Director Decisional Memo (indicate date for each review)

  None    
Multidisciplinary Review: 
3/10/2017 

Division Director Summary Review (indicate date for each review)

  None   
Multidisciplinary Review: 
3/10/2017 
 

Cross-Discipline Team Leader Review (indicate date for each review)

  None    
Multidisciplinary Review: 
3/10/2017 

PMR/PMC Development Templates (indicate total number)   None    2 PMRs and 2 PMCs

Clinical
Clinical Reviews

• Clinical Team Leader Review(s) (indicate date for each review)   No separate review   

• Clinical review(s) (indicate date for each review)
Multidisciplinary Review: 
3/10/2017 
Filing Review: 9/27/2016

• Social scientist review(s) (if OTC drug) (indicate date for each review)   None    
Financial Disclosure reviews(s) or location/date if addressed in another review

                                                           OR
        If no financial disclosure information was required, check here  and include a            
        review/memo explaining why not (indicate date of review/memo)

Multidisciplinary Review: 
3/10/2017 

Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)5   None    

Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   N/A    

5 For Part 3 combination products, all reviews from the reviewing Center(s) should be entered into the official archive (for further 
instructions, see “Section 508 Compliant Documents:  Process for Regulatory Project Managers” located in the CST electronic 
repository).  
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Risk Management
• REMS Documents and REMS Supporting Document (indicate date(s) of 

submission(s))
• REMS Memo(s) and letter(s) (indicate date(s))
• Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review)

  None   

OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to 
investigators)

  None requested  
2/21/2017

Clinical Microbiology                  None
Clinical Microbiology Team Leader Review(s) (indicate date for each review)   No separate review  

Clinical Microbiology Review(s) (indicate date for each review)   None    

Biostatistics                                   None
Statistical Division Director  Review(s) (indicate date for each review)   No separate review   

Statistical Team Leader Review(s) (indicate date for each review)   No separate review   

Statistical Review(s) (indicate date for each review)

  None    
Multidisciplinary Review: 
3/10/2017 

Clinical Pharmacology                 None
Clinical Pharmacology Division Director Review(s) (indicate date for each review)   No separate review   

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   No separate review  

Clinical Pharmacology review(s) (indicate date for each review)

  None    Refer to the 
Multidisciplinary Review: 
3/10/2017 
QT/IRT review-1/4/2017
Filing Review: 10/4/2016

OSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters)
  None requested   

2/17/2017 (2)
11/23/2016

Nonclinical                                     None
Pharmacology/Toxicology Discipline Reviews

• ADP/T Review(s) (indicate date for each review)   No separate review  

• Supervisory Review(s) (indicate date for each review)   No separate review  

• Pharm/tox review(s), including referenced IND reviews (indicate date for each 
review)

  None    
Multidisciplinary Review: 
3/10/2017
Filing Review: 9/29/2016

Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 
for each review)   None    

Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc    

ECAC/CAC report/memo of meeting   None    
Included in P/T review, page

OSI Nonclinical Inspection Review Summary (include copies of OSI letters)   None requested    
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Product Quality                             None
Product Quality Discipline Reviews6

• Tertiary review (indicate date for each review)
  None  

Refer to Integrated Quality 
Assessment Review: 3/1/2017

• Secondary review (e.g., Branch Chief) (indicate date for each review)
  None   

Refer to Integrated Quality 
Assessment Review: 3/1/2017

• Integrated Quality Assessment (contains the Executive Summary and the primary 
reviews from each product quality review discipline) (indicate date for each 
review)

  None    
Refer to Integrated Quality 
Assessment Review: 3/1/2017

Reviews by other disciplines/divisions/Centers requested by product quality review team 
(indicate date of each review)

  None    
Refer to Integrated Quality 
Assessment Review: 3/1/2017

Environmental Assessment (check one) (original and supplemental applications) 

  Categorical Exclusion (indicate review date)(all original applications  and    
       all efficacy supplements that could increase the patient population)

Refer to Integrated Quality 
Assessment Review: 3/3/1017

  Review & FONSI (indicate date of  review)

  Review & Environmental Impact Statement (indicate date of each review)

Facilities Review/Inspection

  Facilities inspections (indicate date of recommendation; within one week of 
taking an approval action, confirm that there is an acceptable recommendation 
before issuing approval letter) (only original applications and efficacy 
supplements that require a manufacturing  facility inspection(e.g., new strength, 
manufacturing process, or manufacturing site change)

  Acceptable
Refer to Integrated Quality 
Assessment Review: 3/3/2017

  Withhold recommendation
  Not applicable

6  Do not include Master File (MF) reviews or communications to MF holders. However, these documents should be made available 
upon signatory request.
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Day of Approval Activities

For all 505(b)(2) applications:
• Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

• Finalize 505(b)(2) assessment   Done

For Breakthrough Therapy (BT) Designated drugs:
• Notify the CDER BT Program Manager

  Done
(Send email to CDER OND IO)

For products that need to be added to the flush list (generally opioids): Flush List 
• Notify the Division of Online Communications, Office of Communications

  Done

Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

If an FDA communication will issue, notify Press Office of  approval action after 
confirming that applicant received courtesy copy of approval letter 

  Done

Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

Ensure Pediatric Record is accurate   Done

Send approval email within one business day to CDER-APPROVALS   Done

Reference ID: 4068535



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

ELLENI K ALEBACHEW
03/13/2017

Reference ID: 4068535



` 

Page 1 of 7 

 

PeRC Meeting Minutes 
February 22, 2017 

 
 
PeRC Members Attending: 
Lynne Yao 
John Alexander 
Meshaun Payne  
Robert “Skip” Nelson  
Wiley Chambers 
Yeruk Mulugeta 
Gilbert Burkhart 
Gerri Baer 
Kevin Krudys 
Greg Reaman  
Gettie Audain  
Susan McCune 
Janelle Baker  
Shrikant Pagay 
Maura Oleary 
Rosemary Addy 
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Agenda 

 
 

 

9:00  

9:15  

9:35  
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Kisqali (ribociclib) Full Waiver (with Agreed iPSP) 
• Proposed Indication: In combination with letrozole, for the treatment of postmenopausal 

women with HR-positive, HER2-negative, advanced or metastatic breast cancer as initial 
endocrine-based therapy. 

• PeRC Recommendations: 
o The PeRC concurred with the plan for a full waiver  
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092 Biopharmaceutics PMC
Date: Wednesday, March 01, 2017 11:11:00 AM
Attachments: image001.png
Importance: High

Dear Jeannie,
 
Reference is made to NDA 209092 for KISQALI® (ribociclib)  received on August 29, 2016 and
Novartis’s response to the Biopharmaceutics information request received on February 28, 2017. 
Below please find the Biopharmaceutics PMC language for NDA 209092.   Please provide your
response by noon Thursday, March 3, 2017.
 
Upon mutual agreement, we ask you to submit both by email and officially a copy of the PMC
description to us with a statement that you agree to perform the studies as described and within the
timeline specified.
 
PMC description:
 

PMC #2:             Conduct additional in vitro studies to support the discriminating ability of the
dissolution acceptance criterion (Q = % at 45 min) using the approved
dissolution method with a validated HPLC analytical method for drug
quantification.
 
Final Report Submission: 09/2018

 
 
 
Please note, the aim of the Biopharmaceutics PMC is to support the discriminating ability of the
dissolution acceptance criterion for routine QC testing of ribociclib tablets at batch release and
during stability testing as described below.
 
i.     In vitro dissolution profile data and the corresponding in vivo PK data from batches of the film-

coated tablets used in planned post-marketing clinical studies will be provided. The in vitro and
the in vivo data generated will be used to validate the current PBPK model.
 

ii.   The current (or a suitable alternative) HPLC analytical method for dissolution testing of ribociclib
film-coated tablets will be validated. The analytical method validation will evaluate the
robustness of both the dissolution and drug quantification methods (e.g., with respect to type of
sampling technique, paddle speed, pH of the dissolution medium, Normality and volume of the
dissolution medium, UV wavelength, replacement of media withdrawn during dissolution
testing), in addition to precision, specificity, linearity, range, accuracy, solution stability, and filter
compatibility.
 

iii.  Batch release testing of intended commercial drug product batches will include comparison of

Reference ID: 4063021
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dissolution profiles to the BE batch, using the approved QC dissolution method (by HPLC).
 

iv.  Long-term stability testing on the commercial batches will be conducted for up to 12 months;
dissolution data at 30 min and 45 min using the approved QC dissolution method (by HPLC) will
be collected.

 
Regards,
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: FW: NDA 209092: PMR/PMC-2.23.17
Date: Thursday, February 23, 2017 3:36:00 PM
Attachments: image001.png
Importance: High
Sensitivity: Confidential

Hi Jeannie,
 
Please see below FDA’s revisions to the milestones. Please submit the final language and
milestone formally to the NDA by Wednesday, February 29, 2017.
 
 
PMR-1             Conduct a clinical trial to assess the efficacy and safety of an alternative

dosing regimen after evaluation of ECG, PK and efficacy data from on-going
MONALEESA-3 (CLEE011F2301) and MONALEESA-7 (CLEE011E2301) studies.
The objective of studying an alternative dosing regimen is to mitigate the risks
for QT prolongation without compromising efficacy. The primary safety
assessments should include QT prolongation, hepatobiliary toxicities and
neutropenia. The primary efficacy endpoint should be objective response rate
(ORR).

 
 

Draft Protocol [AE1]   concept sheet submission: 06/18
Final Protocol Submission: 12/18
Trial Completion: 04/22
Final Report Submission: 04 10/22

 
PMR-2             Complete on-going clinical pharmacokinetic trial CLEE011A2116 (part 1) to

determine an appropriate dose of ribociclib in patients with severe renal
impairment.

 
Trial Completion: 10/17
Final Report Submission: 06/18 04/18

 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
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 To Applicant: Draft protocol concept sheet submission is a not a recognizable milestone
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092- FDA Revised PI and PPI 2.22.17
Date: Wednesday, February 22, 2017 8:11:00 AM
Attachments: image001.png

NDA 209092-Proposed PI-FDA Revised-2.22.17.docx
Sensitivity: Confidential

 
Hi Jeannie,
 
The purpose of this email is to provide you with the updated version of the label for your review. 
Please provide your comments/revisions no later than Monday, February 27, 2017.  Please be sure
that all of your changes are captured in track changes, and that you accept all of the changes we
made that you agree to.  In addition, please address any formatting issues.
 
Let me know if you have any questions.
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: RE: NDA 209092: PMR/PMC
Date: Friday, February 17, 2017 4:42:00 PM
Attachments: image001.png
Sensitivity: Confidential

Hi Jeannie,
 
Reference is made to your response to the PMR/PMCs received on February 16, 2017.  FDA accepts
the revised language for PMR#1 and PMR#2.  Please see updated language for PMC1.  Also, Please
provide milestone dates for PMR#1 and PMC#1 by Tuesday, February 21, 2017.
 

PMR #1
 
Conduct a clinical trial to assess the efficacy and safety of an alternative dosing
regimen after evaluation of ECG, PK and efficacy data from on-going MONALEESA-3
(CLEE011F2301) and MONALEESA-7 (CLEE011E2301)  studies. The objective of
studying an alternative dosing regimen is to mitigate the risks for QT prolongation
without compromising efficacy. The primary safety assessments should include QT
prolongation, hepatobiliary toxicities and neutropenia. The primary efficacy endpoint
should be objective response rate (ORR ).
 
Draft Protocol Submission :03/18
Final Protocol Submission: MM/YY
Trial Completion: MM/YY
Final Report Submission: MM/YY

 
PMR #2
 
Complete on-going clinical pharmacokinetic trial CLEE011A2116 (part 1)  to
determine an appropriate dose of ribociclib in patients with severe renal impairment.
 
Final Protocol Submission: 09/16
Trial Completion: 06/17
Final Report Submission: 02/18

 
PMC #1
 
Submit the third overall survival (OS) interim data and analysis, and the final overall
survival (OS) data and analysis from clinical trial entitled “MONALEESA-2” 
CLEE011A2301.
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Third OS Interim Data and Analysis Submission: MM/YY
Final Report of OS Data and Analysis: MM/YY

 
 
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
 

        
 
 
 
 
 

From: Alebachew, Elleni 
Sent: Thursday, February 09, 2017 4:05 PM
To: 'Shen, Jeannie'
Subject: NDA 209092: PMR/PMC
Importance: High
Sensitivity: Confidential
 
Dear Ms. Shen,
 
Please see below PMRs and PMC wording for NDA 209092 KISQALI®(Ribociclib). Please
provide your response to the information request below by COB February 16, 2017.
 
As we continue our review of your Application, our normal policy is to consider post-
marketing studies at this time, so that they can be completed in advance of any action date.
We have determined that the following clinical trials are necessary as post-marketing
requirements (PMRs), and post-marketing commitments (PMCs), based on the data available
to date. These brief descriptions of the necessary studies/trials are intended to describe the
main objective and trial characteristics of interest. Please provide edits and comments in
clarifying mutually acceptable descriptions of the key trial elements. It is also necessary for
you to provide schedule milestone dates as indicated. Most Milestones only require the
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applicant to provide the month and year for completion of each category.
 
For milestone calculation purposes only, assume that an approval occurs on the PDUFA date.
Upon mutual agreement, we ask you to submit both by email and officially a copy of the
PMR and PMC studies/trials description to us with a statement that you agree to perform
the trials as described and within the timelines that you specify for the trial.
 
Final PMR/PMC designation numbers will be assigned later.
 

PMR #1
 
Conduct a clinical trial to compare the efficacy and safety of an alternative dosing
regimen (such as 300mg BID or 400mg QD) to the proposed 600mg QD dose. The
objective of studying an alternative dosing regimen is to mitigate the risks for QT
prolongation without compromising efficacy. The primary safety assessments should
include QT prolongation, hepatobiliary toxicities and neutropenia. The primary
efficacy endpoint should be objective response rate (ORR ).
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY

 
PMR #2
 
Conduct a clinical pharmacokinetic trial to determine an appropriate dose of
ribociclib in patients with severe renal impairment.
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY

 
 

PMC #1
 
Submit the overall survival (OS) data and analysis from clinical trial entitled
“MONALEESA-2”  CLEE011A2301.
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY
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Please review and provide your comments and edits in track changes
 
Please confirm receipt.
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 209092 

INFORMATION REQUEST 
 

 
Novartis Pharmaceuticals Corporation 
Attention: Jeannie Shen 
Senior Associate Director, Regulatory Affairs 
One Health Plaza 
East Hanover, NJ 07936-1080 
 
 
Dear Ms. Shen: 
 
Please refer to your August 29, 2016, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Kisqali® (Ribociclib) tablet, 200mg. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following Drug Product comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 
 

1. We acknowledge your response to the FDA process-related comment 5 providing with 
comparative  

but we do not agree with not including in-process 
test  at this time.  Since only three production batches were 
manufactured using the revised manufacturing process, it is considered inadequate to 
eliminate in-process testing  for commercial production.  
 

As per FDA guidance for industry,  process validation: general principles and practices, we 
recommend continued monitoring and sampling of process parameters and quality attributes at 
the level established during the process qualification stage until sufficient data are available to 
generate significant variability estimates.  These estimates can provide the basis for establishing 
levels and frequency of routine sampling and monitoring for the particular product and process. 
Monitoring can then be adjusted to a statistically appropriate and representative level. Process 
variability should be periodically assessed and monitoring adjusted accordingly. As per  

 cGMP also emphasizes to include adequacy  
of in-process materials of each batch. 

 
Include test with sampling plan and acceptable limit for  the manufacture of 
commercial batches. 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



NDA 209092 
Page 2 
 
 
 
If you have any questions, please contact me, at (240) 402-5834 or email:Kristine.Leahy@fda.hhs.gov.   
Please respond to these comments by COB February 17, 2017. 

 
 

Sincerely, 
 
 
 

Kristine Leahy, RPh. 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 
 

Kristine F. Leahy 
-S

Digitally signed by Kristine F. Leahy -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 
0.9.2342.19200300.100.1.1=2001815977, 
cn=Kristine F. Leahy -S 
Date: 2017.02.16 14:23:47 -05'00'



Template Version 2-8-17 Page 1

For CDER NDA/BLA reviews only:  We are requesting that Division RPMs upload the PeRC PREA Template as a Memo To File into DARRTS in 
advance of your scheduled PeRC meeting.

Note:  The PeRC’s recommendation, which may differ from the information in this document, will be described in the PeRC 
meeting minutes.  The final PeRC meeting minutes are linked to the NDA/BLA application in DARRTS.

Complete the section(s) of this template that are relevant to your current review.  Sections that are not 
applicable can be deleted.   

Dear Review Division:

The attached template includes the necessary documentation to facilitate the required Pediatric Review Committee (PeRC) review of Waivers, 
Deferrals, Pediatric Plans, and Pediatric Assessments before product approval. 

Definitions:

Deferral – A deferral is granted when a pediatric assessment is required but has not been completed at the time the New Drug 
Application (NDA), Biologics License Application (BLA), or supplemental NDA or BLA is ready for approval.  On its own initiative or 
at the request of an applicant, FDA may defer the submission of some or all required pediatric studies until a specified date after 
approval of the drug or issuance of the license for a biological product if the Agency finds that the drug or biological product is ready 
for approval in adults before the pediatric studies are completed, the pediatric studies should be delayed until additional safety and 
effectiveness data have been collected, or there is another appropriate reason for deferral.

Full Waiver – On its own initiative or at the request of an applicant, FDA may waive the requirement for a pediatric assessment for 
all pediatric age groups if: (1) studies would be impossible or highly impracticable; (2) there is evidence strongly suggesting that the 
product would be ineffective or unsafe in all pediatric age groups; or (3) the product does not represent a meaningful therapeutic 
benefit over existing therapies for pediatric patients, AND is not likely to be used in a substantial number of pediatric patients. If 
studies are being waived because there is evidence that the product would be ineffective or unsafe in all pediatric age groups, this 
information MUST be included in the pediatric use section of labeling.
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Template Version 2-8-17 Page 2

Partial Waiver – FDA may waive the requirement for a pediatric assessment for a specific pediatric age group if any of the criteria 
for a full waiver are met for that age group or if the applicant can demonstrate that reasonable attempts to produce a pediatric 
formulation for that age group have failed.  If a partial waiver is granted because a pediatric formulation cannot be developed, the 
partial waiver will only cover the pediatric groups requiring that formulation.

Pediatric Assessment – The pediatric assessment contains data gathered from pediatric studies using appropriate formulations for 
each age group for which the assessment is required.  It also includes data that are adequate to: (1) assess the safety and effectiveness 
of the product for the claimed indications in all relevant pediatric subpopulations; and (2) support dosing and administration for each 
pediatric subpopulation for which the data support a finding that the product is safe and effective.

Pediatric Plan – A pediatric plan is the applicant’s statement of intent describing the planned or ongoing pediatric studies (e.g., 
pharmacokinetics/pharmacodynamics, safety, efficacy) that they plan to conduct or are conducting (i.e., the pediatric studies that will 
comprise the pediatric assessment).  If necessary, the plan should address the development of an age-appropriate formulation and 
must contain a timeline for the completion of studies.  FDA recommends that the timeline should include the dates the applicant will: 
(1) submit the protocol; (2) complete the studies; and 3) submit the study reports.

Pediatric Population/Patient- 21 CFR 201.57 defines pediatric population (s) and pediatric patient (s) as the pediatric age group, 
from birth to 16 years, including age groups often called neonates, infants, children, and adolescents.

PREA Pediatric Record/Pediatric Page – The pediatric record is completed for all NDAs, BLAs, or supplemental NDAs or BLAs.  
This record indicates whether the application triggers the Pediatric Research Equity Act (PREA), and if so, indicates how pediatric 
studies will be or have been addressed for each pediatric age group.  If the Agency is waiving or deferring any or all pediatric studies, 
the pediatric record also includes the reason(s) for the waiver and/or deferral. (Note that with the implementation of DARRTS, the 
Pediatric Record is replacing the Pediatric Page for NDAs.  The Pediatric Page is still to be used for BLAs.)  For NDAs, the 
information should be entered into DARRTS and then the form should be created and submitted along with other required PeRC 
materials.  Divisions should complete the Pediatric Page for NDAs that do not trigger PREA and submit the Pediatric Page via email 
to CDER PMHS until further notice.
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Pediatric Research Equity Act (PREA) Waiver Request, Deferral Request/Pediatric Plan and 
Assessment Template(s)

BACKGROUND

Please check all that apply:   Full Waiver    Partial Waiver     Pediatric Assessment      Deferral/Pediatric Plan     

BLA/NDA#:      NDA 209092                                    

PRODUCT PROPRIETARY NAME:      Kisqali®                                             ESTABLISHED/GENERIC NAME: Ribociclib

APPLICANT/SPONSOR:     Novartis Pharmaceuticals Corporation                                                

PREVIOUSLY APPROVED INDICATION/S: 
(1) None
(2) ______________________________________
(3) ______________________________________
(4) ______________________________________

PROPOSED INDICATION/S:       
(1) KISQALI is indicated, in combination with letrozole, for the treatment of postmenopausal women with HR-positive, HER2-negative, 

advanced or metastatic breast cancer as initial endocrine-based therapy
(2) ______________________________________
(3) ______________________________________
(4) ______________________________________

BLA/NDA STAMP DATE: August 29, 2016

PDUFA GOAL DATE: April 29, 2017

SUPPLEMENT TYPE: 

SUPPLEMENT NUMBER:                           
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Does this application provide for (If yes, please check all categories that apply and proceed to the next question):
NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing regimen; or  route of 
administration?

Did the sponsor submit an Agreed iPSP?   Yes  No   

Are there any changes to the Agreed iPSP that are different than the sponsor’s current pediatric plan?  Yes  No  

Has the sponsor submitted a Proposed Pediatric Study Request (PPSR) or does the Division believe there is an additional public health benefit 
to issuing a Written Request for this product, even if the plan is to grant a waiver for this indication? (Please note, Written Requests may 
include approved and unapproved indications and may apply to the entire moiety, not just this product.)

Yes   No    

Is this application in response to a PREA (Postmarketing Requirement) PMR? Yes     No   
If Yes, PMR # __________   NDA # __________
Does the division agree that this is a complete response to the PMR?  Yes        No  
If Yes, to either question Please complete the Pediatric Assessment Template.

                                                               If No, complete all appropriate portions of the template, including the assessment template if the division 
                                                              believes this application constitutes an assessment for any particular age group.
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WAIVER REQUEST

Please attach:   
                            Draft Labeling (If Waiving for Safety and/or Efficacy) from the sponsor unless the Division plans to change. 

 If changing the sponsor’s proposed language, include the appropriate language under Question 4 in this form.
                           Pediatric Record
                               

1 Pediatric age group(s) to be waived.  Birth to 18 years

2 Reason(s) for waiving pediatric assessment requirements (Choose one.  If there are different reasons for different age groups or 
indications, please choose the appropriate reason for each age group or indication.  This section should reflect the Division’s 
thinking.)

 Studies are impossible or highly impractical (e.g. the number of pediatric patients is so small or is geographically  
                       dispersed). (Please note that in the DARRTS record, this reason is captured as “Not Feasible.”)  If applicable, chose from the adult-

   related conditions on the next page.

 The product would be ineffective and/or unsafe in one or more of the pediatric group(s) for which a waiver is being 
      requested. Note:  If this is the reason the studies are being waived, this information MUST be included in the 
      pediatric use section of labeling.  Please provide the draft language you intend to include in the label.  The language must 

be included in section 8.4 and describe the safety or efficacy concerns in detail.

 The product fails to represent a meaningful therapeutic benefit over existing therapies for pediatric patients and is  
      unlikely to be used in a substantial number of all pediatric age groups or the pediatric age group(s) for which a  
      waiver is being requested.

 Reasonable attempts to produce a pediatric formulation for one or more of the pediatric age group(s) for which the 
      waiver is being requested have failed. (Provide documentation from Sponsor) Note:  Sponsor must provide data to      
      support this claim for review by the Division, and this data will be publicly posted.  (This reason is for 
      Partial Waivers Only)
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3. Provide  justification for Waiver: 

Studies are impossible or highly impractical (because, for example, the number of pediatric patients is so small or geographically dispersed)

4 Provide language Review Division is proposing for Section 8.4 of the label if different from sponsor’s proposed language:

Same as the Applicant

8 4 Pediatric Use
The safety and efficacy of KISQALI in pediatric patients has not been established.
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Adult-Related Conditions that qualify for a waiver because they rarely or never occur in pediatrics
These conditions qualify for waiver because studies would be impossible or highly impractical.

actinic keratosis
acute bacterial exacerbations of chronic bronchitis 
(a complication of chronic obstructive pulmonary 
disease)
adjunctive treatment of major depressive disorder 
age-related macular degeneration
Alzheimer’s disease 
amyloidosis
amyotrophic lateral sclerosis
androgenic alopecia
ankylosing spondylitis 
atherosclerotic cardiovascular disease 
benign monoclonal gammopathy 
benign prostatic hyperplasia
cancer:

basal cell and squamous cell skin cancer
bladder 
breast 
cervical 
colorectal 
cholangiocarcinoma
endometrial 
esophageal
fallopian tube
follicular lymphoma 
gastric
hairy cell leukemia 
hepatocellular
indolent non-Hodgkin lymphoma 
liposarcoma
lung (small & non-small cell) 
multiple myeloma
oropharynx (squamous cell) 
ovarian (non-germ cell) 
pancreatic
peritoneal 
prostate
refractory advanced melanoma
renal cell 
uterine
chronic lymphocytic leukemia

chronic obstructive pulmonary disease 
cryoglobulinemia
degenerative intervertebral disc disease
diabetic peripheral neuropathy/macular edema 
diabetic foot infections 
diabetic retinopathy

digestive disorders (gallstones)
dry eye syndrome (keratoconjunctivitis sicca)
dupuytren’s disease and manifestations 
erectile dysfunction essential thrombocytosis 
giant cell arteritis 
gout
heavy menstrual bleeding associated with uterine fibroids
Huntington’s chorea
idiopathic pulmonary fibrosis 
infertility & reproductive technology 
juvenile psoriatic arthritis 
memory loss
menopause and perimenopausal disorders 
mesothelioma
microscopic polyangiitis 
myelodysplasia
myelofibrosis & myeloproliferative disorders 
opioid induced constipation  in chronic, non-cancer
   pain 
osteoarthritis
overactive bladder
Parkinson’s disease
paroxysmal nocturnal hemoglobinuria
plasma cells and antibody production disorders 
polycythemia vera
polymyalgia rheumatica (PMR)
postmenopausal osteoporosis
prevention of stroke and systemic embolic events 

in atrial fibrillation
psoriatic arthritis
reduction of thrombotic cardiovascular events in
patients with coronary artery disease
replacement therapy in males for conditions  

associated with a deficiency or absence of 
endogenous testosterone

retinal vein occlusions 
stress urinary incontinence
Sjogren’s Syndrome
temporary improvement in the appearance of 

caudal lines
treatment of incompetent great saphenous veins 

and varicosities
treatment of Hypoactive Sexual Desire Disorder  
    (HSDD) in postmenopausal women
type 2 diabetic nephropathy
vascular dementia/vascular cognitive 

disorder/impairment
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DEFERRAL REQUEST

Please attach:  
                           Pediatric Record

1. Age groups included in the deferral request:    

2. Where deferral is only requested for certain age groups, reason(s) for not including entire pediatric population in deferral request:  

3. Reason/s for requesting deferral of pediatric studies in pediatric patients with disease:  (Choose one.  If there are different reasons for 
different age groups or indications, please choose the appropriate reason for each age group or indication.  This section should reflect the 
Division’s thinking.)

a. Adult studies are completed and ready for approval
b Additional safety or effectiveness data needed (describe)
c. Other (specify)

4. Provide projected date for the submission of the pediatric assessment (deferral date):  

5. Did applicant provide certification of grounds for deferring assessments?   Yes   No 
 
6. Did applicant provide evidence that studies will be done with due diligence and at the earliest possible time?   Yes   No  

  

SPONSOR’S PROPOSED PEDIATRIC PLAN

1. Has a pediatric plan been submitted to the Agency?   Yes   No

2. Does the division agree with the sponsor’s plan?   Yes   No

3. Did the sponsor submit a timeline for the completion of studies (must include at least dates for protocol submission, study completion 
and studies submitted)?   Yes   No

a. Protocol Submission:
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b. Study Completion:
c. Study Submission:

4. Has a Written Request been issued?   Yes   No  (If yes and the WR matches the proposed pediatric plan, please attach a copy.  It 
is not necessary to complete the remainder of this document)  

5. Has a PPSR been submitted?   Yes   No  (If yes, you may submit a draft WR and have PeRC review WR and deferral/plan at the 
same time.)

Please note that the remainder of this section should be completed based on what the Division is
 requiring regardless of what the sponsor is proposing.

DIVISION’S PROPOSED PK, SAFTEY, AND EFFICACY TRIAL
Please complete as much of the information below as possible.  Please note that the portions of the document that are shaded are not required 
for early stage pediatric plans but are useful if available.

Types of Studies/Study Design:  

Nonclinical Studies:

Clinical Studies:

Age group and population (indication) in which study will be performed:
This section should list the age group and population exactly as it is in the plan.

Example:
Study 1: patients aged X to Y years.  
Study 2:  sufficient number of subjects to adequately characterize the pharmacokinetics in the above age groups.
Number of patients to be studied or power of study to be achieved:
Example:
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Study 1:  X subjects in each treatment arm and be powered to show that (drug name, concentration, form etc) DRUG is not inferior to the active 
comparator.  50% must be females and 25% must be less than 3 years.  

Study 2: This study is powered and structured to detect a 30% change in (drug name, concentration, form etc) DRUG clearance and other 
relevant pharmacokinetic parameters.

Entry criteria: 
This section should list pertinent inclusion/exclusion criteria.  

Example:
Entry criteria: Pediatric patients with disease x diagnosed with laboratory test of LFTs  
Patients must have a negative pregnancy test if female.. 

Clinical endpoints: 

Example:
Study 1: Clinical outcome and safety will be the primary endpoints. 

Study 2: The primary pharmacokinetic analysis of (drug name, concentration, form etc) DRUG should attempt to include all the patients in the 
study with determination of the following parameters: single dose and steady state AUC, Cmax, Tmax, and CL/F.

Timing of assessments: 
 
Example :baseline, week 1, 4, and 6
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Statistical information (statistical analyses of the data to be performed):
Example: 
Study 1 non-inferiority: two-sided 95% confidence interval (CI) of treatment difference in improvement rates should be within 25% of the 
control’s response rate.  

Study 2: descriptive statistical methods for AUC, C max, Tmax, Cl/F and compared to adults.  

Division comments on product safety:  
Are there any safety concerns currently being assessed?   Yes   No

Are there safety concerns that require us to review post-marketing safety data before fully designing the pediatric studies?  Yes   No

Will a DSMB be required?   Yes   No

Other comments:

Division comments on product efficacy:

Division comments on sponsor proposal to satisfy PREA:
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PeRC ASSESSMENT TEMPLATE

Please attach:  
                            Proposed Labeling from the sponsor unless the Division plans to change.  If changing the language, include the 
                                appropriate language at the end of this form.
                           Pediatric Record

Date of PREA PMR:
Description of PREA PMR:  (Description from the PMC database is acceptable)

Was Plan Reviewed by PeRC?   Yes     No  If yes, did sponsor follow plan?

If studies were submitted in response to the Written Request (WR), provide the annotated WR in lieu of completing the remainder of the 
Pediatric Assessment template.
Indication(s) that were studied:
This section should list the indication(s) exactly as written in the protocols.

Example:
DRUG for the treatment of the signs and symptoms of disease x.

Number of Centers  ______

Number and Names of Countries  _____

Drug information:

Examples in italics
 Route of administration: Oral
 *Formulation:  disintegrating tablet
 Dosage: 75 and 50 mg
 Regimen: list frequency of dosage administration
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*If the dosage form is powder for oral suspension; provide information on storage statement and concentration after reconstitution (e.g. with 
water, juice or apple sauce etc.)

Types of Studies/ Study Design:
Example:
Study 1: Multi- center, randomized, active controlled double blind study to evaluate the safety and efficacy of (drug name, concentration, form etc) 
DRUG administered twice daily for the treatment of patients with disease x.
Study 2:  PK and safety study of (drug name, concentration, form etc) DRUG in patients with disease x.

Age group and population in which study/ies was/were performed:

Example:
Study 1: patients aged X to Y years.  
Study 2: sufficient number of patients to adequately characterize the pharmacokinetics in the above age groups.

Number of patients studied or power of study achieved:
Example:
Study 1: X patients in each treatment arm and was powered to show that (drug name, concentration, form etc) DRUG is not inferior to the active 
comparator.  50% were females and 25% were less than 3 years.  

Study 2: powered and structured to detect a 30% change in (drug name, concentration, form etc) DRUG clearance and other relevant 
pharmacokinetic parameters.  The study included at least X evaluable patients. .
Entry criteria: 
This section should list pertinent inclusion/exclusion criteria.  

Example:
Entry criteria: Pediatric patients with disease x diagnosed with laboratory test of LFTs  
Patients had a negative pregnancy test if female.
Clinical endpoints: 
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Example:
Study 1: Clinical outcome and safety were the primary endpoints. 

Study 2: The primary pharmacokinetic analysis of (drug name, concentration, form etc) DRUG attempted to include all the patients in the study 
with determination of the following parameters: single dose and steady state AUC, Cmax, Tmax, and CL/F
Statistical information (statistical analyses of the data performed):
This section should list the statistical tests conducted.

Example: 
Study 1 - two-sided 95% confidence interval (CI) of treatment difference in improvement rates were within 25% of the control’s response rate.  

Study 2:  descriptive statistical methods for AUC, C max, Tmax, Cl/F and compared to adults.  

Timing of assessments:
Example:
Baseline, week 2, week, 6, and end of treatment
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Division comments and conclusions (Summary of Safety and Efficacy)

Provide language Review Division is proposing for the appropriate sections of the label if different from sponsor-proposed language.
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092- FDA Revised PI and PPI
Date: Friday, February 10, 2017 2:42:00 PM
Attachments: image001.png

NDA 209092-Proposed PI-FDA Revised-2.10.17.pdf.docx
NDA 209092 -FDA revised PPI - 2-10-17.doc

Hi Jeannie,
 
The purpose of this email is to provide you with the updated version of the label for your review. 
Please provide your comments/revisions no later than Tuesday, February 21, 2016.  Please be sure
that all of your changes are captured in track changes, and that you accept all of the changes we
made that you agree to.  In addition, please address any formatting issues.
 
Let me know if you have any questions.
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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To: "Shen, Jeannie"
Subject: NDA 209092: PMR/PMC
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Importance: High
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Dear Ms. Shen,
 
Please see below PMRs and PMC wording for NDA 209092 KISQALI®(Ribociclib). Please
provide your response to the information request below by COB February 16, 2017.
 
As we continue our review of your Application, our normal policy is to consider post-
marketing studies at this time, so that they can be completed in advance of any action date.
We have determined that the following clinical trials are necessary as post-marketing
requirements (PMRs), and post-marketing commitments (PMCs), based on the data available
to date. These brief descriptions of the necessary studies/trials are intended to describe the
main objective and trial characteristics of interest. Please provide edits and comments in
clarifying mutually acceptable descriptions of the key trial elements. It is also necessary for
you to provide schedule milestone dates as indicated. Most Milestones only require the
applicant to provide the month and year for completion of each category.
 
For milestone calculation purposes only, assume that an approval occurs on the PDUFA date.
Upon mutual agreement, we ask you to submit both by email and officially a copy of the
PMR and PMC studies/trials description to us with a statement that you agree to perform
the trials as described and within the timelines that you specify for the trial.
 
Final PMR/PMC designation numbers will be assigned later.
 

PMR #1
 
Conduct a clinical trial to compare the efficacy and safety of an alternative dosing
regimen (such as 300mg BID or 400mg QD) to the proposed 600mg QD dose. The
objective of studying an alternative dosing regimen is to mitigate the risks for QT
prolongation without compromising efficacy. The primary safety assessments should
include QT prolongation, hepatobiliary toxicities and neutropenia. The primary
efficacy endpoint should be objective response rate (ORR ).
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY
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PMR #2
 
Conduct a clinical pharmacokinetic trial to determine an appropriate dose of
ribociclib in patients with severe renal impairment.
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY

 
 

PMC #1
 
Submit the overall survival (OS) data and analysis from clinical trial entitled
“MONALEESA-2”  CLEE011A2301.
 
Final Protocol Submission: MM/YY
Study Completion: MM/YY
Final Report Submission: MM/YY

 
Please review and provide your comments and edits in track changes
 
Please confirm receipt.
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 209092 

INFORMATION REQUEST 
 

 
Novartis Pharmaceuticals Corporation 
Attention: Jeannie Shen 
Senior Associate Director, Regulatory Affairs 
One Health Plaza 
East Hanover, NJ 07936-1080 
 
 
Dear Ms. Shen: 
 
Please refer to your August 29, 2016, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Kisqali® (Ribociclib) tablet, 200mg. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following Drug Product comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 
 
Biopharmaceutics Information Requests: 
 

1. There is an apparent inconsistency in the dissolution profile data provided for some batch 
numbers (e.g., #10100007028) as shown in Figure 3-8 versus that depicted in Figure 3-19 
of the Pharmaceutical Development Report, as well as in the ATTACHT2 versus 
ATTACHT3 .xpt datasets when considering the data generated using the proposed QC 
dissolution method. Please provide clarification.   

2. The dissolution profile dataset for the first successful Validation Batch# SD0002/860591 
(Attachment 6 of the PDR) is in pdf format. To facilitate our data analysis, provide the 
.xpt dataset, or alternatively, direct us to its location in the NDA. Additionally, provide 
the dissolution profile dataset (in .xpt format) for the failed initial Validation Batch# 
SD0001/860591. 

3. At the current stability time point, provide the dissolution profile data [n=12, 
mean/min/max/%RSD/individual; 10, 20, 30, 45, 60 min] of the registration batches and 
the successful validation batch(es) generated using both the proposed dissolution method 

 and the assay method (HPLC with UV at 272 nm) for drug 
quantification. 

4. If available, provide the Analytical Method Validation Report for the Dissolution Method 
when using HPLC with UV detection (at 272 nm) as the drug quantification method. For 
analytical method validation of the drug quantification method, we are specifically 

(b) (4)
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interested in data regarding solution stability, as well as the robustness of the dissolution 
and drug quantification methods (e.g., with respect to type of sampling technique, paddle 
speed, pH of the dissolution medium, Normality and volume of the dissolution medium, 
UV wavelength, replacement of media withdrawn during dissolution testing). 

 
If you have any questions, please contact me, at (240) 402-5834 or email:Kristine.leahy@fda.hhs.gov.   
Please respond to these comments by COB February 13, 2017. 

 
 

Sincerely, 
 
 
 

Kristine Leahy, RPh. 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 
 

Kristine F. Leahy -S
Digitally signed by Kristine F. Leahy -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 0.9.2342.19200300.100.1.1=2001815977, 
cn=Kristine F. Leahy -S 
Date: 2017.02.06 12:51:00 -05'00'



From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092: FDA Request for Information-Clinical
Date: Friday, February 03, 2017 1:56:00 PM
Attachments: image001.png
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Sensitivity: Confidential

 
 
Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by COB January 8, 2017.
 
Please confirm receipt.
 
-----------------------------------
 
In your protocol, you planned for three interim looks of OS followed by one final analysis OS
at of 400 events (Table 10-1 page 112 of final protocol).  Can you provide a brief description
of your current testing strategy for OS since the interim analysis of PFS was significant?  As
part of your description, describe whether the second interim look of OS will still be done at

events
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to FDA revised PPI by COB January 8, 2017.
 
Please confirm receipt.
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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Hi Jeannie,
 
The purpose of this email is to provide you with the updated version of the label (attached) for your
review.  Please provide your comments/revisions no later than Thursday, January 26, 2017. 
Please be sure that all of your changes are captured in track changes, and that you accept all of the
changes we made that you agree to. 
 
Please note there are still outstanding review issues and we are hoping to discuss them during the
Thursday teleconference.
 
Let me know if you have any questions.
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092
MID-CYCLE COMMUNICATION

Novartis Pharmaceuticals Corporation
Attention: Jeannie Shen
Senior Associate Director
One Health Plaza
East Hanover, NJ  07936

Dear Ms. Shen:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Kisqali® (ribociclib), 200mg tablet. 

We also refer to the teleconference between representatives of your firm and the FDA on 
December 15, 2016.  The purpose of the teleconference was to provide you an update on the 
status of the review of your application.

A record of the teleconference is enclosed for your information.  

If you have any questions, call Elleni Alebachew, Regulatory Project Manager at 
(301) 796-5225.

Sincerely,

{See appended electronic signature page}

Elleni Alebachew, MS, RAC Julia Beaver, MD
Regulatory Health Project Manager Associate Director
Division of Oncology Products 1 Division of Oncology Products 1
Office of Hematology & Oncology Products Office of Hematology & Oncology Products
Center for Drug Evaluation and Research Center for Drug Evaluation and Research

Enclosure:
Mid-Cycle Communication
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MID-CYCLE COMMUNICATION

Meeting Date and Time: December 15, 2016, 12:00 PM to 1:00 PM

Application Number: NDA 209092
Product Name: KISQALI® (ribociclib)
Indication: KISQALI is indicated, in combination with letrozole, for the 

treatment of postmenopausal women with HR-positive, HER2-
negative, advanced or metastatic breast cancer as initial endocrine-
based therapy

Applicant Name: Novartis Pharmaceuticals Corporation

Meeting Chair: Julia Beaver, MD, Associate Director, DOP1
Meeting Recorder: Elleni Alebachew, MS, Regulatory Project Manager, DOP1

FDA ATTENDEES
Geoffrey Kim, MD, Director
Amna Ibrahim, MD, Deputy Director
Julia Beaver, MD, Associate Director
Anand Shah, MD, MPH, Clinical Reviewer
Eric Bloomquist, PhD, Biostatistics Reviewer
Shenghui Tang, PhD, Biostatistics Team Leader
Xiao Hong Chen, PhD, Product Quality Team Leader
Paresma Patel, PhD, Product Quality Reviewer
Qi Liu, PhD, Clinical Pharmacology Team Lead
Wentao Fu, PhD, Clinical Pharmacology Reviewer
Youwei Bi, PhD, Clinical Pharmacology Reviewer
Till Olickal,PhD., PharmD., Risk Management Analyst, DRISK
Elleni Alebachew, RAC, Senior Regulatory Health Project Manager

APPLICANT ATTENDEES
Samit Hirawat, MD, Global Program Head, Oncology Global Development 
Caroline Germa, MD, Global Clinical Program Head, Oncology Global Development 
Michelle Miller, MD, Senior Global Clinical Leader, Oncology Global Development 
Tania Small, MD, Senior Director, US Clinical Development & Medical Affairs 
Alicia Rossiter, MD, Executive Dir., Integrated Medical Safety, Oncology Global Development 
Lisa Hendricks, PhD, Global Head CP and Methodology Biostatistics
Pabak Mukhopadhyay, PhD, Senior Director, Biostatistics, Oncology Global Development 
Fengjuan (Joan) Xuan, PhD, Senior Associate Dir., Biostatistics, Oncology Global Development 
Shyeilla Dhuria, PhD, Assoc. Dir., Oncology Clin. Pharm., Oncology Global Development 
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Diane Zezza, PhD, Head, Regulatory Affairs Global Drug Development -CMC
Joyce Ann Sinno, PhD, Director, Novartis Regulatory Affairs Global Drug Development CMC
Shanthi Ganeshan, PhD, N. Amer. Region Head, Drug Reg. Affairs, Oncology Global Dev. 
Rose Gao, MS, Senior Director, Global Drug Regulatory Affairs, Oncology Global Development 
Jeannie Shen, RPh, Senior Assoc. Dir., Drug Regulatory Affairs, Oncology Global Development

Eastern Research Group Attendees:
Christopher A. Sese, Eastern Research Group, Inc.

INTRODUCTION

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.

1. Significant Review Issues

a) Validation Batches: Summarize the conclusions from your root cause investigation, and 
provide an update on validation activities at the commercial site.  Provide an update on 
the CMC sections that will be amended and when this amendment will be submitted to 
the NDA. 

Meeting Discussion:  Novartis provided an update and plans to submit this information 
by December 22, 2016. 

b) QT prolongation risk: We are concerned about the potential for QT prolongation. There is 
the potential for a PMR to study an alternative dosing regimen, such as 300 mg BID, to 
mitigate this risk.

Meeting Discussion:  Novartis and FDA discussed the potential concern of QT 
prolongation and that this is an ongoing review issue. 

c) Severe Renal Impairment: There is the potential for a PMR to evaluate the dose for 
patients with severe renal impairment based on the ongoing renal impairment study.

Meeting Discussion:  Novartis was notified about this potential PMR. 
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2. Information Requests

Outstanding information requests include:

Discipline Information Request Response Due Date

DMEPA Regarding Kisqali® carton and container December 20, 2016

Clinical Regarding narrative for subject A2301-3113-001. 
Additional information that may aid FDA in its 
review of this subject’s death. Such information 
may include, but is not limited to, clinical progress 
notes prior to and after the death, laboratory 
results, and radiology reports.

December 22, 2016

Nonclinical Provide the impurity profiles for the following 3 
LEE011 (Ribociclib) batches: Batches 
#1010003045, 0951002, and 1010002252 
(LEE011-BBA.002).

December 14, 2016

3. Major Safety Concerns

We are concerned about the QTc prolongation in patients treated with ribociclib and are 
considering approaches to address these concerns (as above in Significant Review Issues). 

Meeting Discussion:  See above. 

4. Risk Management Update

A REMS will not be required.

5. Advisory Committee Meeting Plans

No plans at this time for an AC meeting.

6. Proposed Date and Format for Late-Cycle Meeting/Other Projected Milestones  

The Late Cycle Meeting is currently planned for February 24, 2017.  If major deficiencies 
are not identified during the review, we plan to communicate proposed labeling and, if 
necessary, any postmarketing requirement/commitment requests by February 7, 2017.

We intend to send the briefing package to on February 13, 2017. If these timelines change, 
we will communicate updates to you during the course of the review.  You may choose 
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altogether to cancel the Late Cycle Meeting, if you feel it is not needed, given our continued 
and regular communications.  The PDUFA Action Date is April 29, 2017.

Additional Discussion: 

 Novartis updated the FDA regarding EMA’s inquiry (IR dated December 12, 2016) 
concerning a potential broadened indication for KISQALI in combination with a more 
general class of hormonal therapies.  FDA asked Novartis to provide their rationale and 
justification for this potential change with an updated proposed PI, supportive DDI and 
PK data, and any available clinical data.  

 FDA asked Novartis to update Section 14 of the proposed PI with the updated efficacy 
results. 

 Novartis asked whether reporting only Adverse Reactions occurring in >10% of 
KISQALI-treated patients and at a higher incidence than in the placebo arm and any ARs 
≤10% with clinical relevance is acceptable.  FDA stated they would review and respond 
to Novartis in the near future. 
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Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by COB January 5, 2017.
 
Please confirm receipt.
 
-----------------------------------
 
In your PBPK report (DMPK R1400619) you stated that you have modified and validated
SimCYP rifampin and ritonavir models by referencing DMPK R1400692 and DMPK R1400693.
1. Provide study reports DMPK R1400692 and DMPK R1400693.
2. Provide model executable SimCYP model files used to generate final PBPK simulations in
the above PBPK reports. These files include, but are not limited to drug model files,
population files, and workspace files (e.g., .cmp, .lbr, and .wks). Software specific excel files
such as parameter estimation data files and simulation outputs should be submitted as MS
Excel files.
 
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by December 22, 2016.
 
Please confirm receipt.
 
-----------------------------------
 
The narrative for subject A2301-3113-001 has been reviewed in the Interim Clinical Study
Report (page 18022); the cause of death is stated to be “unknown reason.” Please provide
additional information that may aid FDA in its review of this subject’s death. Such
information may include, but is not limited to, clinical progress notes prior to and after the
death, laboratory results, and radiology reports.
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092: FDA Request for Information-Clinical
Date: Thursday, December 08, 2016 3:53:00 PM
Attachments: image001.png
Sensitivity: Confidential

Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by December 22, 2016.
 
Please confirm receipt.
 
-----------------------------------
 
The narrative for subject A2301-3113-001 has been reviewed in the Interim Clinical Study
Report (page 18022); the cause of death is stated to be “unknown reason.” Please provide
additional information that may aid FDA in its review of this subject’s death. Such
information may include, but is not limited to, clinical progress notes prior to and after the
death, laboratory results, and radiology reports.
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Alebachew, Elleni
To: "Shen, Jeannie"
Subject: NDA 209092: FDA Request for Information-Clinical Pharmacology
Date: Wednesday, December 07, 2016 9:30:00 AM
Attachments: image001.png
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Sensitivity: Confidential

 
Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by December 9, 2016.
 
Please confirm receipt.
 
-----------------------------------
 
As referred in your NDA 209092 submission package “2.7.2  Summary of Clinical
Pharmacology of Ribociclib in Combination with Letrozole in HR-positive, HER2-negative
Advanced Breast Cancer”, you have an ongoing study including subjects with varying degrees
of renal impairment.  Provide study design, including numbers of subjects with specific
degree of renal impairment enrolled, and status for that study.
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Alebachew, Elleni
To: jeannie.shen@novartis.com
Subject: NDA 209092: FDA Request for Information
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Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by December 20, 2016.
 
Please confirm receipt.
 
-----------------------------------

We recommend the following be implemented prior to approval of this NDA:

 

A. General recommendation
1. Since the proposed blister packs are intended for unit of dispensing (21

day supply for a complete 28 day cycle), labeling all packaging
configurations  with a prominent “200 mg per tablet” strength statement
may lead to wrong selection errors because it is not obvious which Kisqali
blister pack should be chosen for a patient’s prescribed dose.  We
recommend revising the container labels and carton labeling to
prominently display the daily dose followed by the quantity of tablets
required for the dose (e.g., “600 mg daily dose (three 200 mg tablets)”,
“400 mg daily dose (two 200 mg tablets)”, and “200 mg daily dose (one
200 mg tablet)”) to prevent wrong selection errors.

For example, see the 600 mg daily dose carton labeling below. Please
note that the example layout below is just to demonstrate our
recommendations above.

Kisqali

(ribociclib)

Tablets

 

63 Film-coated
tablets

NDC 0000-0000-00

Rx only

600 mg daily dose

(three 200 mg tablets)

 

Contents: 3 individual weekly blister packs. Each blister
pack contains 21 tablets (200 mg per tablet).

2. We noticed that the NDC number on the container labels and carton
labeling are presented as placeholders (0000-0000-00).

                                                    i.     To prevent wrong selection errors between the daily dose blister
packs, consider using different and non-sequential product code
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(middle four digits -0000-) for the NDC number to differentiate
the different package configurations (“600 mg daily dose”, “400
mg daily dose”, and “200 mg daily dose”), and ensure that the
package code (last two digits -00) of the NDC number is
different for the blister cards of 21 or 14 tablets and the carton
that contains 3 blister packs.

 
B. Container Labels – Pull Out Blister Cards

 
1. On the front and back panel of each blister card, we recommend adding

a statement “Take # tablets once a day” in bold and black font to
instruct the patients to take the correct number of tablets per day.

2. For the 400 mg and 600 mg daily dose blister cards, relocate the days of
the week above the top blister cell row (similar to the 200 mg daily dose
blister card). We recommend this change to ensure the patients will
understand that they will need to take 2 or 3 tablets for that day.

3. As currently presented on the blister card for the 400 mg daily dose, the
two blister cells for each daily dose are spaced apart, and patients may
mistake this as to take 1 tablet twice daily instead of 2 tablets once a
day. Therefore, consider moving the top blister cell row closer to the
bottom blister cell row so that the tablets will be located closer together.

4. For the 200 mg daily dose pull out blister card, as currently presented,
the text “Week 1”, “Week 2”, and “Week 3” is hidden in the pouch and
not visible when the blister card is pulled out. Consider redesign the label
so that the text is visible.

 
C. Carton Labeling – Blister Card Sleeves

1. Revise the Dosage statement on the principal display panel for “600 mg
daily dose”, “400 mg daily dose”, and “200 mg daily dose” from

 to “Usual Dosage: Take
[three/two/one] 200 mg tablets at the same time once daily, with or
without food. Swallow tablets whole. DO NOT chew, crush, or split
tablets.” Ensure there is adequate white space between this statement
and the storage statement to improve readability and reduce visual
clutter.

2. On the back panel, consider bolding the “once a day” in the statement
“Take your dose of Kisqali once a day at approximately the same time for
three weeks, followed by a one-week break.” This will ensure the patients
understand that they need to take 2 or 3 tablets all at once.

 
D. Carton Labeling – Carton boxes containing 3 weekly blister card sleeves

1. Principal Display Panel

                                                    i.     Remove the statement .
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2. Back Panel

                                                    i.     See C.1. 

                                                  ii.      Consider grouping the two bulletins related to “Take Kisqali exactly
as directed…” and “Use the dose calendar…” with the Usual
Dosage statement since this information is related. 

                                                 iii.     Revise the statement “Use the dose calendar located on each
weekly pack inside to keep track of your treatment.” to “Use the
dose calendar located on the back of each weekly pack to keep
track of your treatment.”

For example, see the 600 mg daily dose carton labeling below. Please
note that the example layout below is just to demonstrate our
recommendations above.

 

Usual Dosage: Take three 200 mg tablets at the same time
once daily, with or without food. Swallow tablets whole. DO
NOT chew, crush, or split tablets.

·       Take Kisqali exactly as directed by your prescriber.

·       Use the dose calendar located on the back of each weekly
pack to keep track of your treatment.

Store at 25°C (77°F); excursion permitted to 15°C to 30°C (59°F to
86°F).

 
In Addition:
 

1.      Provide an Rx only statement on all draft pull out blister cards.
2.      Revise the storage conditions on blister card sleeves and carton labeling to read

‘Store at 20°C to 25°C (68°F to 77°F)’ to be consistent with USP controlled room
temperature.

3.      The NDC number for the 400 mg dose and 600 mg dose blister cards is not visible
when the blister card is pulled out. Revise the location of the NDC number so that
the number is visible upon pulling the blister card out of the sleeve.

4.      Submit representative samples of tablets in each of the proposed container closure
systems for at least one dose.

 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
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From: Alebachew, Elleni
To: "jeannie.shen@novartis.com"
Subject: NDA 209092: FDA Request for Information-Stats
Date: Monday, December 05, 2016 12:10:00 PM
Attachments: image001.png

Dear Ms. Shen,
 
Reference is made to NDA 209092 received on August 29, 2016.  Please provide your
response to the information request below by December 7, 2016.
 
Please confirm receipt.
 
-----------------------------------
 
On Sept 22, 2016 in your response to our Information Request, you stated that “Novartis
confirms that in addition to the updated safety information for the Safety Update, updated
efficacy information for Study CLEE011A2301 (including datasets) will be provided.”  After
reviewing your safety update on 11/18/2016, we were not able to locate the datasets for
the updated efficacy analysis you describe in section 2.7.3 (11/18/2016).  Can you provide
the location of the datasets that pertain to the efficacy analysis you describe?  Or if the
datasets were not provided, can you please submit them promptly?  FDA is most interested
in datasets ADRECSC and ADRECSL for PFS analyses done at the June 22, 2016 cutoff.
 
 
Regards,
 
Elleni Alebachew, MS, RAC
Senior Regulatory Health Project Manager 

Division of Oncology Products 1 
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Tel: 301-796-5225
Fax: 301-796-9845
elleni.alebachew@fda.hhs.gov
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request - Clinical
Date: Tuesday, November 08, 2016 3:13:06 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 3 pm, Tuesday, November 15, 2016.
 Please acknowledge receipt of this information request. 
 

·         Provide a narrative for patient A2301-1700-001.
 

To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request - Clinical Pharmacology
Date: Friday, November 04, 2016 4:02:53 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 3 pm, Thursday, November 10, 2016.
 Please acknowledge receipt of this information request. 
 

1.        Justify current dose adjustment in the event of concomitant use of a strong CYP
inhibitor.  Your proposed to reduce ribociclib to mg once daily dose if
coadministration of ribociclib with a strong CYP3A inhibitor cannot be avoided.  Your
simulated AUC0-24h (on day 8) for 200 mg ribociclib once daily co-administrated with
ritonavir was lower than the steady-state AUC0-24h for 600 mg ribociclib once daily
without co-administrated with a CYP3A inhibitor.
 

2.        We request that you simulate DDI between ribociclib (200 mg, 400 mg, and 600 mg
once daily) and itraconazole (200 mg twice daily) after multiple dosing for 14 days.
 

3.        Provide executable SimCYP model files for these simulations.  These files include, but are
not limited to drug model files, population files, and workspace files (e.g., .cmp, .lbr, and
.wks). Software specific excel files such as parameter estimation data files and simulation
outputs should be submitted as MS Excel files.

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
 

Reference ID: 4009744

(b) (4)



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

TRACY L CUTLER
11/04/2016

Reference ID: 4009744



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092
FILING COMMUNICATION – 

NO FILING REVIEW ISSUES IDENTIFIED
Novartis Pharmaceuticals Corporation
Attention:  Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Over, NJ  07936

Dear Ms. Shen:

Please refer to your New Drug Application (NDA) dated August 29, 2016, received               
August 29, 2016, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
(FDCA), for Kisqali® (ribociclib) 200 mg Tablets.

We also refer to your amendments dated September 9, 16, 19, 23, 30, October 4, 5, 17, and 
18 (2), 2016.

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 Priority.  Therefore, the user fee goal date is April 29, 2017.  
This application is also subject to the provisions of “the Program” under the Prescription Drug 
User Fee Act (PDUFA) V (refer to: 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning,    
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by          
February 7, 2017.  In addition, the planned date for our internal mid-cycle review meeting is 
December 13, 2016.  We are not currently planning to hold an advisory committee meeting to 
discuss this application.
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.

We request that you submit the following information:

1. Provide individual vessel dissolution data for all dissolution tests and submit electronic 
datasets of the complete dissolution data. Include results of f2 calculations in your response.  

Submit a response to this information request no later than November 11, 2016.

PRESCRIBING INFORMATION 

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and PLLR Requirements for Prescribing Information websites including: 

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 

format items from labeling regulations and guidances and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.  

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

1. In the Highlights section, Contraindications subsection, remove the period after the section 
reference. 

2. In the Highlights section, insert a space before each major heading listed.

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
November 4, 2016.  The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances. 
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At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances. 

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.

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 patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

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

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf).

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and patient PI, 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.
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We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, call Tracy Cutler, Regulatory Health Project Manager, at             
(301) 796-9608 or Tracy.Cutler@fda.hhs.gov. 

Sincerely,

{See appended electronic signature page}

Geoffrey Kim, MD
Director
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request/Site Contact Information
Date: Tuesday, October 25, 2016 1:57:59 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 10 am, Wednesday, October 26,
2016.  Please acknowledge receipt of this information request. 
 

·         Identify the contact information (i.e. address, telephone, fax, and email) for the following
site contacts; or direct me to this information in the application submission:

o    Principal Analytical Investigator - )
o    Rebecca N. Wood-Horrall, MD – PPD Development (Austin, TX)

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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From: Cutler, Tracy
To: "jeannie.shen@novartis.com"
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Tuesday, October 25, 2016 12:06:12 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 1 pm, Wednesday, November 16,
2016.  Please acknowledge receipt of this information request. 
 

1.        Based on simulation of E-R model for ANC reduction, with ribociclib treatment at 600mg
QD, a probability of 32% for experiencing Grade 3/4 neutropenia (ANC<1* 10 ^9/L)
is expected in a population of breast cancer patients.  The observed probability of Grade
3/4 neutropenia event in ribociclib plus letrozole group in the pivotal Phase III study
(A2301) is 59.6%.  The difference between observed and simulated probability of Grade
3/4 neutropenia is considerable.  Explain this difference or refine the
modeling/simulation approach to resolve the discrepancy (e.g., add residual error in the
variability of simulation).
 

2.        If the discrepancy between simulated probability of experiencing Grade 3/4 neutropenia
and observed value at 600mg QD regimen of ribociclib can be resolved, simulate the
ANC profile for 400mg QD, 300mg BID and 400mg BID and calculate the probability of
experiencing Grade 3/4 neutropenia at these dose levels.  Submit the results with code
and final analysis datasets.  Include the data file of Bayesian posteriors for VPC and
simulations (e.g., "parameter.posteriors.1000samples.csv").

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request - Clinical Pharmacology
Date: Tuesday, October 25, 2016 10:42:09 AM
Importance: High

Good Morning Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 11 am, Tuesday, November 1, 2016.
 Please acknowledge receipt of this information request. 
 

·         Please submit the PK/ECG analysis dataset of patient data pool.  We found some
discrepancies between the study report and the analysis datasets.  The number of
patients in the dataset is 292 from the Safety Study Report (Page 30), 1 (400 mg) and 75
(600 mg) for Study A2301, but only 51 patients in 600 mg treatment group for Study
A2301 in the analysis datasets (ADPCEG, ADEG, ADPC).

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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See IR Below
_____________________________________________
From: Fahnbulleh, Frances 
Sent: Thursday, October 20, 2016 4:08 PM
To: jeannie.shen@novartis.com
Cc: Cutler, Tracy
Subject: Kisqali (Ribociclib) NDA 209092 - Information Request regarding the 200 mg/day dose
Dear Jeannie,

Please see below our request for information regarding the 200mg/day dose: 

In the Prescribing Information (PI) submitted on 8/29/2016, the recommended dose for Kisqali is 600 mg 
(3 x 200 mg film-coated tablets) taken orally, once daily for 21 consecutive days followed by 7 days off 
treatment resulting in a complete cycle of 28 days. Additionally, the dose may be modified for adverse 
reactions:

KISQALILevel
Dose Number of Tablets 

Starting dose 600 mg/day 3 × 200 mg tablets
First dose reduction 400 mg/day 2 × 200 mg tablets
Second dose reduction 200 mg/day* 1 × 200 mg tablets
*If further dose reduction below 200 mg/day is required, discontinue the treatment. 

However, in the How Supplied section of the PI, the product will be available in blister pack of 21 tablets 
(for a 600 mg/day dose) and a blister pack of 14 tablets (for a 400 mg/day dose):
Blister pack (21 tablets) – each blister pack contains 21 tablets (200mg per tablet) (3 tablets for 600mg 
dose)
Outer container - 3 Blister packs per outer container
Blister pack (14 tablets) – each blister pack contains 14 tablets (200mg per tablet) (2 tablets for 400 mg 
dose) 
Outer container - 3 Blisters packs per outer container 

Since you did not propose a blister pack configuration for a 200 mg/day dose, please clarify how 
pharmacies would dispense the prescribed total quantity of tablets required for the 200 mg/day dose 
reduction.  We are concerned that lack of blister pack configuration for a 200 mg/day dose would lead 
to wrong dose errors for patients who need to take the 200 mg/day reduced dose.

We ask that you provide a response by Tuesday, November 1, 2016.

Respectfully,
Frances
_____________________________

Frances Fahnbulleh, RPh, PharmD 
Safety Regulatory Project Manager 
Office of Surveillance and Epidemiology 
CDER/FDA/WO22 , Rm#4404
Ph: 301-796-0942/Fax: 301-796-9832
Email: Frances.Fahnbulleh@fda.hhs.gov
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From: Cutler, Tracy
To: Freund, Connie (connie.freund@novartis.com)
Cc: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Friday, October 14, 2016 1:51:38 PM
Importance: High

Good Afternoon Connie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address
the following information request.  Respond no later than 10 am, Wednesday, October
19, 2016.  Please acknowledge receipt of this information request. 
 

·         Please submit all pooled analysis datasets and program codes for the QT/QTc
Safety Analysis Report, including pooled safety data from monotherapy and
combination studies, PK/ECG set for exposure-response (QTcF) analysis, etc.
 

To facilitate review, provide your response to this information request directly to me via
email.  In addition, please also submit your response via the FDA Electronic Submissions
Gateway (ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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From: Cutler, Tracy
To: Freund, Connie (connie.freund@novartis.com)
Cc: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Thursday, October 13, 2016 2:34:03 PM
Attachments: Highlights ClinPharm and Cardiac Safety.doc
Importance: High

Good Afternoon Connie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address
the following information request.  Respond no later than 3 pm, Monday, October 17,
2016.  Please acknowledge receipt of this information request. 
 

·         Complete the Table 1 – Highlights of Clinical Pharmacology and Cardiac Safety
document (see attached).
 

To facilitate review, provide your response to this information request directly to me via
email.  In addition, please also submit your response via the FDA Electronic Submissions
Gateway (ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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Table 1.  Highlights of Clinical Pharmacology and Cardiac Safety 

 
Therapeutic dose and 
exposure 

Include maximum proposed clinical dosing regimen 
Mean (%CV) Cmax and AUC at the single maximum proposed clinical 
dose 
Mean (%CV) Cmax and AUC at the steady state with the maximum 
proposed clinical dosing regimen 

Maximum tolerated dose Include if studied or NOAEL dose 
Principal adverse events Include most common adverse events; dose limiting adverse events 
Maximum dose tested Single Dose Specify dose 

Multiple Dose Specify dosing interval and duration 
Exposures Achieved at 
Maximum Tested Dose 

Single Dose Mean (%CV) Cmax and AUC 
Multiple Dose Mean (%CV) Cmax and AUC 

Range of linear PK Specify dosing regimen 
Accumulation at steady 
state 

Mean (%CV); specify dosing regimen 

Metabolites Include listing of all metabolites and activity 
Absorption Absolute/Relative 

Bioavailability 
Mean (%CV) 

Tmax • Median (range) for parent 
• Median (range) for metabolites 

Distribution Vd/F or Vd Mean (%CV) 
% bound Mean (%CV) 

Elimination Route • Primary route; percent dose eliminated 
• Other routes 

Terminal t½   • Mean (%CV) for parent 
• Mean (%CV) for metabolites 

CL/F or CL Mean (%CV) 

Intrinsic Factors Age Specify mean changes in Cmax and AUC 
Sex Specify mean changes in Cmax and AUC 
Race Specify mean changes in Cmax and AUC 
Hepatic & Renal 
Impairment 

Specify mean changes in Cmax and AUC 

Extrinsic Factors Drug interactions Include listing of studied DDI studies with mean 
changes in Cmax and AUC 

Food Effects Specify mean changes in Cmax and AUC and 
meal type (i.e., high-fat, standard, low-fat) 

Expected High Clinical 
Exposure Scenario 

Describe worst case scenario and expected fold-change in Cmax and 
AUC. The increase in exposure should be covered by the supra-
therapeutic dose. 

Preclinical Cardiac 
Safety 

Summarize in vitro and in vivo results per S7B guidance. 

Clinical Cardiac Safety Describe total number of clinical trials and number of subjects at 
different drug exposure levels.  Summarize cardiac safety events per 
ICH E14 guidance (e.g., QT prolongation, syncope, seizures, 
ventricular arrhythmias, ventricular tachycardia, ventricular fibrillation, 
flutter, torsade de pointes, or sudden deaths). 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 117796
MEETING MINUTES

Novartis Pharmaceuticals Corporation
Attention: Concetta Freund, MS
Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Ms. Freund:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for LEE011.

We also refer to the meeting between representatives of your firm and the FDA on              
October 2, 2014.  The purpose of the meeting was to discuss the design of the proposed phase III
pivotal studies CLEE011E2301 (MONALEESA-7)  
including the planned patient population, the comparator arm, end points, safety monitoring and 
overall statistical design.

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 me, Regulatory Health Project Manager at (301) 796-9608.

Sincerely,

{See appended electronic signature page}             {See appended electronic signature page}

Tracy Cutler, MPH, CCRP, CIP           Amy McKee, MD
Regulatory Health Project Manager           Clinical Team Leader
Division of Oncology Products 1           Division of Oncology Products 1
Office of Hematology and Oncology Products        Office of Hematology and Oncology Products
Center for Drug Evaluation and Research               Center for Drug Evaluation and Research

Enclosure:
  Meeting Minutes
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request - Clinical Pharmacology
Date: Friday, September 30, 2016 10:46:12 AM
Importance: High

Good Morning Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 3 pm, Tuesday, October 4, 2016.
 Please acknowledge receipt of this information request. 
 

·         Reference the PBPK analyses.  Provide model files used to generate final PBPK
simulations in the following PBPK reports:

o    Executable Gastroplus model files for Study 1600364.  These files include, but are
not limited to model compound file (.mdb), solubility vs pH (.spd), particle size
distribution (.psd), tissue/plasma conc. vs. time data: other dosage forms (.opd),
and user-defined ACAT model (.cat).
 

o    Executable SimCYP model files for Study 1400619, Study 1500700, Study 1600364,
and Study 1600433.  These files include, but are not limited to drug model files,
population files, and workspace files (e.g., .cmp, .lbr, and .wks).  Software specific
excel files such as parameter estimation data files and simulation outputs should
be submitted as MS Excel files. 

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
 

Reference ID: 3993005



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

TRACY L CUTLER
09/30/2016

Reference ID: 3993005



  
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 209092 

INFORMATION REQUEST 
 

 
Novartis Pharmaceuticals Corporation 
Attention: Jeannie Shen 
Senior Associate Director, Regulatory Affairs 
One Health Plaza 
East Hanover, NJ 07936-1080 
 
 
Dear Ms. Shen: 
 
Please refer to your August 29, 2016, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Kisqali® (Ribociclib) tablet, 200mg. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following Drug Product comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 
 

1) We acknowledge the unexpected results encountered during manufacture of the first 
process validation batch of drug product Ribociclib, 200 mg tablets. Provide details of 
the problems encountered during manufacture of this validation batch. Additionally, 
provide an update of the root cause analysis and the factors under investigation.  
 

2) Provide a current status of your validation progress and a timeline for your 
amendment submission regarding the above issue. 

 
If you have any questions, please contact me, at (240) 402-5834 or email:Kristine.leahy@fda.hhs.gov.   
Please respond to Drug Product comments by COB October 5, 2016. 

 
 

Sincerely, 
 
 

Kristine Leahy, RPh. 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 

Kristine F. Leahy -S
Digitally signed by Kristine F. Leahy -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 0.9.2342.19200300.100.1.1=2001815977, 
cn=Kristine F. Leahy -S 
Date: 2016.09.29 12:50:38 -04'00'
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Thursday, September 29, 2016 10:41:01 AM
Importance: High

Good Morning Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 12 pm, Tuesday, October 4, 2016.
 Please acknowledge receipt of this information request. 
 

·         Reference the “Population Pharmacokinetics of ribociclib in cancer patients” report in
Module 5.3.3.5.  Please submit the following R codes listed as additional libraries and
functions in your data analysis.

o    OCPMisc.R
o    make.transparent.color.R
o    summarize.pk.parameters.R
o    metrum.stripplot.coveff.R
o    metrum.panelcovplot.my.ref.R
o    enhenced scatterplot matrix.R
o    myfootnote.R

For Example:  In the submitted R code “sim.poppk.final.model.post.process.txt.r”
additional R codes are required to run the script.

# load additional libraries, functions
libDir <- paste0(myviewDir,"r.lib/")
source(paste0(libDir,"OCPMisc.R"))
source(paste0(libDir,"make.transparent.color.R"))
source(paste0(libDir,"summarize.pk.parameters.R"))

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, New Jersey 07936

ATTENTION: Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs

Dear Ms. Shen:

Please refer to your New Drug Application (NDA) dated and received August 29, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ribociclib 
tablets, 200 mg.

We also refer to your correspondence, dated and received August 29, 2016, requesting review of 
your proposed proprietary name, Kisqali.  

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

If any of the proposed product characteristics as stated in your August 29, 2016 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. Additionally, if your application receives a complete response, a new 
request for name review for your proposed name should be submitted when you respond to the 
application deficiencies.

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

Reference ID: 3992159



NDA 209092
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Frances Fahnbulleh, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-0942.  For any other 
information regarding this application, contact Tracy Cutler, Regulatory Project Manager in the 
Office of New Drugs, at (301) 796-9608.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Cutler, Tracy
To: "jeannie.shen@novartis.com"
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Wednesday, September 21, 2016 1:26:15 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 1 pm, Friday, September 23, 2016.
 Please acknowledge receipt of this information request. 
 

·         Please confirm that you will be submitting efficacy data (including datasets) at the time
of your safety update for the additional 5 months of follow-up.  Per our discussion at
the AOM, the additional efficacy data may provide additional information, such as the
median in the treatment group.  We would be interested in replicating the treatment
effects seen in the safety update.

 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092 

PROPRIETARY NAME
ACKNOWLEDGEMENT

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, New Jersey 07936

ATTENTION: Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs

Dear Ms. Shen:

Please refer to your New Drug Application (NDA) dated and received August 29, 2016, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ribociclib 
tablets, 200mg.

We acknowledge receipt of your correspondence, dated and received August 29, 2016, 
requesting a review of your proposed proprietary name, Kisqali.  

If the application is filed, the user fee goal date will be November 27, 2016.

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact me at (301) 796-0942.  For any other information 
regarding this application, contact Tracy Cutler, Regulatory Project Manager, in the Office of 
New Drugs at (301)796-9608.  

Sincerely,

{See appended electronic signature page}

Frances Fahnbulleh, PharmD, RPh
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: WITHDRAWN - NDA 209092 ribociclib: FDA Information Request
Date: Thursday, September 15, 2016 10:01:50 AM
Importance: High

Good Morning Jeannie:
 
The information request (sent 9/14/2016) is being withdrawn. A response is not needed—
please disregard.  Please contact me if you have questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
 
From: Cutler, Tracy 
Sent: Wednesday, September 14, 2016 2:38 PM
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request
Importance: High
 
Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 10 am, Thursday, September 15,
2016.  Please acknowledge receipt of this information request. 
 

·         Identify the responsible person and/or point of contact for 
 as well as provide their contact information; or direct me to this information

in the application submission.
 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)

Reference ID: 3986167
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Reference ID: 3986167



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

TRACY L CUTLER
09/15/2016

Reference ID: 3986167



From: Cutler, Tracy
To: jeannie.shen@novartis.com
Subject: NDA 209092 ribociclib: FDA Information Request
Date: Wednesday, September 14, 2016 2:37:33 PM
Importance: High

Good Afternoon Jeannie:
 
Please reference NDA 209092 Kisqali (ribociclib) submitted on 8/29/2016.  Please address the
following information request.  Respond no later than 10 am, Thursday, September 15,
2016.  Please acknowledge receipt of this information request. 
 

·         Identify the responsible person and/or point of contact for 
 as well as provide their contact information; or direct me to this information

in the application submission.
 
To facilitate review, provide your response to this information request directly to me via email. 
In addition, please also submit your response via the FDA Electronic Submissions Gateway
(ESG).  Please contact me if you have any questions regarding this matter. 
 
Best Regards,
 
Tracy
***********************************
Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager | Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products | OND | CDER | FDA
Phone: 301-796-9608 | Fax: 301-796-9845
Tracy.Cutler@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092
NDA ACKNOWLEDGMENT

Novartis Pharmaceuticals Corporation
Attention:  Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Over, NJ  07936

Dear Ms. Shen:

We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Kisqali® (ribociclib) 200 mg Tablets

Date of Application: August 29, 2016

Date of Receipt: August 29, 2016

Our Reference Number: NDA 209092

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on October 28, 2016, in 
accordance with 21 CFR 314.101(a). 

If you have not already done so, promptly submit the content of labeling [21 CFR 314.50(l)(1)(i) 
in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under        
21 CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Reference ID: 3982778
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Products 1
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, contact Tracy Cutler, Regulatory Health Project Manager, at         
(301) 796-9608 or Tracy.Cutler@fda.hhs.gov. 

Sincerely,

{See appended electronic signature page}

Tracy L. Cutler, MPH, CCRP, CIP
Regulatory Health Project Manager
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 117796

GRANT – 
BREAKTHROUGH THERAPY DESIGNATION

Novartis Pharmaceuticals Corporation
Attention:  Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ  07936-1080

Dear Ms. Shen:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for ribociclib (LEE011).

We also refer to your June 3, 2016, request for Breakthrough Therapy designation.  We have 
reviewed your request and have determined that ribociclib (LEE011),  in combination with 
letrozole, as initial endocrine-based therapy for the treatment of postmenopausal women with 
hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative 
advanced or metastatic breast cancer meets the criteria for Breakthrough Therapy designation.  
Therefore, we are granting your request for Breakthrough Therapy designation.  Please note that 
if the clinical development program does not continue to meet the criteria for Breakthrough 
Therapy designation, we may rescind the designation. 

FDA will work closely with you to provide guidance on subsequent development of ribociclib 
(LEE011), in combination with letrozole, as initial endocrine-based therapy for the treatment of 
postmenopausal women with hormone receptor (HR)-positive, human epidermal growth factor 
receptor 2 (HER2)-negative advanced or metastatic breast cancer, to help you design and 
conduct a development program as efficiently as possible.  For further information regarding 
Breakthrough Therapy designation and FDA actions to expedite development of a designated 
product, please refer to section 902 of the Food and Drug Administration Safety and Innovation 
Act (FDASIA) and the Guidance for Industry: Expedited Programs for Serious Conditions – 
Drugs and Biologics.1    

When Breakthrough Therapy designation is granted, sponsors are asked to submit a Type B 
meeting request for a multidisciplinary comprehensive discussion of the drug development 
program, including planned clinical trials and plans for expediting the manufacturing 
development strategy.  Please refer to MAPP 6025.6 - Good Review Practice:  Management of 

1 http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM358301.pdf
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Breakthrough Therapy-Designated Drugs and Biologics, Attachment 1, for potential topics for 
discussion at this initial Breakthrough Therapy meeting2.

We note your recent Pre-NDA meeting held on July 21, 2016.  At this point in your drug 
development program, holding this initial Breakthrough Therapy meeting is not necessary.  
However, please contact the Regulatory Project Manager noted below to determine if any 
information is required at this time to expedite the review of your breakthrough designated 
product.

If the Breakthrough Therapy designation for ribociclib (LEE011), in combination with letrozole, 
as initial endocrine-based therapy for the treatment of postmenopausal women with hormone 
receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative advanced or 
metastatic breast cancer is rescinded, submission of portions of the NDA will not be permitted 
under this program.  However, if you have Fast Track designation you will be able to submit 
portions of your application under the Fast Track program.  

If you have any questions, contact Tracy Cutler, Regulatory Health Project Manager, at        
(301) 796-9608.

Sincerely,

{See appended electronic signature page}

Geoffrey Kim, MD
Director
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

2 
http://www fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ManualofPoliciesProce
dures/default.htm. 
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CDER Breakthrough Therapy Designation Determination Review Template

IND/NDA/BLA # IND 117796
Request Receipt Date 6/3/2016
Product Ribociclib (LEE011)
Indication Advanced Breast Cancer
Drug Class/Mechanism of 
Action

Cyclin-dependent kinase inhibitor

Sponsor Novartis Pharmaceuticals

ODE/Division Division of Oncology Products 1 (DOP1)
Breakthrough Therapy  
Request Goal Date (within 60 
days of receipt) 

8/2/2016

Review Date 06/30/2016
Note: This document should be uploaded into CDER’s electronic document archival system as a clinical review 
and will serve as the official Clinical Review for the Breakthrough Therapy Designation Request (BTDR). Note:  
Signatory Authority is the Division Director.

Section I: Provide the following information to determine if the BTDR can be denied without Medical 
Policy Council (MPC) review.

1. Briefly describe the indication for which the product is intended (Describe clearly and concisely since the 
wording will be used in the designation decision letter):  

Ribociclib in combination with letrozole is indicated as initial endocrine-based therapy for the treatment of 
postmenopausal women with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 
(HER2)-negative metastatic breast cancer.

2. Are the data supporting the BTDR from trials/IND(s) which 
     are on Clinical Hold?                                                                  YES  NO

3. Consideration of Breakthrough Therapy Criteria: 

a. Is the condition serious/life-threatening1)? YES  NO 

If checked “Yes”,  proceed with below:

b. Are the clinical data used to support preliminary clinical evidence that the drug may demonstrate substantial 
improvement over existing therapies on 1 or more clinically significant endpoints  adequeate and sufficiently 
complete to permit a substantive review?  

 YES the BTDR is  adequate and sufficiently complete to permit a substantive review 
 Undetermined 
 NO, the BTDR  is inadequate and  not sufficiently complete to permit a substantive review;  therefore 
the request must be denied because (check one or more below):

i. Only animal/nonclinical data submitted as evidence
ii. Insufficient clinical data provided to evaluate the BTDR

(e.g. only high-level summary of data provided, insufficient information
 about the protocol[s])

1 For a definition of serious and life threatening see Guidance for Industry: “Expedited Programs for Serious Conditions––Drugs and 
Biologics” http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM358301.pdf
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iii. Uncontrolled clinical trial not interpretable because endpoints 
are not well-defined and the natural history of the disease is not
relentlessly progressive (e.g. multiple sclerosis, depression)

iv. Endpoint does not assess or is not plausibly related to a serious 
aspect of the disease (e.g., alopecia in cancer patients, erythema 
chronicum migrans in Lyme disease)

v. No or minimal clinically meaningful improvement as compared
to available therapy2/ historical experience (e.g., <5%
improvement in FEV1 in cystic fibrosis,  best available
therapy changed by recent approval)

4. Provide below a brief description of the  deficiencies for each box checked above in Section 3b: 

If 3b is checked “No”,  BTDR can be denied without MPC review. Skip to number 5 for clearance and sign-off  (Note: 
The Division always has the option of taking the request to the MPC for review if the MPC’s input is desired. If this is 
the case, proceed with BTDR review and complete Section II).  If MPC review is not required, email Miranda Raggio 
and Sandy Benton as soon as this determination is made so that the BTDR can be removed from the MPC calendar.

If 3b is checked  “Yes” or “Undetermined”,  proceed with BTDR review and complete Section II, as MPC review is 
required.

5. Clearance and Sign-Off (no MPC review)

Deny Breakthrough Therapy Designation  

Reviewer Signature: {See appended electronic signature page}
Team Leader Signature: {See appended electronic signature page}
Division Director Signature: {See appended electronic signature page}
__________________________________________________________________________________________________
Section II: If the BTDR cannot be denied without MPC review in accordance with numbers 1-3 above,  
or if the Division is recommending that the BTDR be granted, provide the following additional 
information needed by the MPC to evaluate the BTDR.

6. A brief description of the drug, the drug’s mechanism of action (if known), the drug’s relation to existing 
therapy(ies), and any relevant regulatory history.  Consider the following in your response. 

Breast cancer is the most common cancer in women and the second most common cause of cancer death.  SEER 
estimates that 40,450 women in the United States will die of breast cancer  in 2016.  Breast cancer is commonly 
subdivided into a small number of molecular subtypes based upon expression of the estrogen receptor (ER), 
progesterone receptor (PR), and HER2 receptor.  The most prevalent subtype is ER and/or PR positive, HER2 
negative breast cancer, which comprises about 60% of new cases each year, and is even more common in 
postmenopausal women, the demographic group at greatest risk of developing the disease.

Ribociclib is an inhibitor of cyclin-dependent kinases (CDK) 4 and 6, which are involved in cell signaling 
pathways that culminate in cell cycle progression and cellular proliferation.  Ribociclib inhibits tumor growth in a 
dose-dependent fashion in human cancer xenograft models, and the combination of ribociclib plus antiestrogens 
results in superior inhibition of tumor growth versus either class of agents given as monotherapy.

Another CDK inhibitor, palbociclib, was previously granted breakthrough designation and is currently available 
under accelerated approval in combination with the same backbone endocrine therapy partner (the aromatase 

2 For a definition of available therapy refer to Guidance for Industry: “Expedited Programs for Serious Conditions––Drugs and 
Biologics” http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM358301.pdf
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inhibitor, letrozole) for the same first-line hormone receptor-positive, HER2-negative metastatic breast cancer 
indication being sought in the current request. (See response to Q9 for further details.)

7.  Information related to endpoints used in the available clinical data: 

The endpoints that have been accepted by DOP1 and OHOP as clinically significant for patients with metastatic 
ER/PR positive, HER2 negative breast cancer, have been overall survival (OS) and progression-free survival 
(PFS) if the magnitude is sufficiently large as to be clinically meaningful, with a favorable benefit/risk ratio.   The 
primary endpoint of the trial that serves as the basis of the current breakthrough designation request 
(MONALEESA-2) is progression-free survival (PFS).  Progression-free survival improvements of similar 
magnitude have served as the basis for regular approval in first-line treatment for hormone receptor-positive, 
HER2-negative metastatic breast cancer.

8. A brief description of available therapies, if any, including a table of the available Rx names, endpoint(s) 
used to establish efficacy, the magnitude of the treatment effects (including hazard ratio, if applicable), and the 
specific intended population. Consider the following in your response:

There are numerous available therapies under regular approval specifically for first-line treatment of metastatic 
hormone receptor-positive, HER2-negative breast cancer, including the selective estrogen receptor modulator 
(SERM), tamoxifen; non-steroidal aromatase inhibitors, letrozole and anastrozole; and steroidal aromatase 
inhibitor, exemestane.  

 The following table taken from the FDA clinical review of palbociclib shows the therapies available under 
regular approval for the proposed first-line ER positive advanced breast cancer population. 
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In addition, another CDK inhibitor, palbociclib, is currently available under accelerated approval in combination 
with the same backbone endocrine therapy partner (letrozole) for the same first-line hormone receptor-positive, 
HER2-negative metastatic breast cancer indication being sought in the current request.  (See related response to 
Q9 below.)  

Numerous single agent cytotoxic agents (e.g. paclitaxel, capecitabine, and others) also constitute available therapy 
and may be used in selected first-line patients with rapidly progressive metastatic hormone receptor  positive, 
HER2-negative breast cancer or extensive visceral involvement.

The current standard of care for treatment of advanced hormone receptor-positive, HER2-negative breast cancer is 
to exhaust endocrine therapy, alone or in combination with targeted therapy, due to the more favorable toxicity 
profile of these agents relative to cytotoxic therapy.  

9.  A brief description of any drugs being studied for the same indication, or very similar indication, that 
      requested breakthrough therapy designation3.  

As of June 2016, two other agents being studied for advanced hormone receptor positive, HER2-negative breast 
cancer have been granted breakthrough therapy designation based on data in similar patient populations (patients 
with advanced hormone receptor positive, HER2-negative breast cancer and minimal or no prior endocrine 
therapy for metastatic disease):

1.  PD 0332991 (palbociclib/Ibrance®) IND # , BTD granted 04/09/2013

Another CDK inhibitor, palbociclib (Ibrance®), was granted breakthrough therapy designation  in combination 
with the same backbone endocrine therapy partner (letrozole) for the same first-line hormone receptor-positive, 
HER2-negative metastatic breast cancer indication being sought in this request.  A randomized phase 2 trial 
(PALOMA-1) of the aromatase inhibitor, letrozole, with or without palbociclib in 165 patients with first-line 
advanced ER positive, HER2 negative breast cancer demonstrated at the time of an interim analysis an 
improvement in median PFS (HR 0.37, p < 0.001) for the combination and resulted in granting of breakthrough 
designation.  Final results from the same trial demonstrated a 10 month prolongation in median PFS (HR 0.49, p = 
0.0004) for the combination, with a favorable trend in response rate (55% vs. 39%), duration of response (20.3 
mos vs. 11.1 mos), clinical benefit rate (81% vs. 58%), and median OS (37.5 mos vs. 33.3 mos).  These data from 
the PALOMA-1 trial also served as the basis for accelerated approval for treatment of first-line hormone receptor-
positive, HER2-negative metastatic breast cancer in combination with letrozole.   

 
 

  In addition, palbociclib 
was granted regular approval in combination with fulvestrant for patients with hormone receptor-positive, HER2-
negative metastatic breast cancer who have received prior endocrine therapy based upon a positive randomized 
phase 3 trial (PALOMA-3).  

2. MS-275 (entinostat) IND , BTD granted 09/05/2013

Entinostat is a histone deacetylase (HDAC) inhibitor from Syndax Pharmaceuticals.  Entinostat was granted 
breakthrough therapy designation based upon results of a randomized phase 2 trial (ENCORE 301)  

 
 

 

3 Biweekly reports of all BTDRs, including the sponsor, drug, and indication, are generated and sent to all CPMSs.
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*Reviewer Note:  LY2835219 (abemaciclib) IND  was also granted BTD in 10/2015 for patients with 
 refractory hormone receptor positive advanced or metastatic breast cancer.  

10.  Information related to the preliminary clinical evidence: 

The breakthrough request is based upon the results of a single randomized,  placebo-controlled phase 3 trial,  
CLEE011A2301 (MONALEESA-2).  This trial enrolled 668 postmenopausal women with previously untreated 
advanced hormone receptor positive, HER2 negative breast cancer and randomized them to receive letrozole 2.5 
mg/day in combination with either ribociclib 600 mg/day (3 weeks on/1 week off) or placebo.  The primary endpoint 
was progression-free survival (PFS) as assessed by local investigator.  Key secondary endpoints included overall 
survival (OS) and objective response rate (ORR).  The study met its primary endpoint, demonstrating a superior PFS 
for the combination with a hazard ratio of 0.56 (95% CI 0.43, 0.72), p < 0.001.  The median PFS duration was not 
reached for the investigational arm (95% CI 19.3, NE) months versus 14.7 months (95% CI 13.0, 16.5) for the control 
arm.  Of potential concern, a blinded independent central review had a very high level of censored events, but yielded 
similar top-line results with a HR of 0.59 (95% CI 0.41, 0.85), p=0.002.  At the time of the first OS analyses, only 43 
events had been observed (11% of total 400 anticipated), and thus data were not yet mature, however there were 23 
deaths (6.9%) in the investigational arm and 19 deaths (5.8%) in the control arm.  The majority of deaths were due to 
breast cancer.  There was 1 sudden death in the investigational arm versus 0 in the control arm and 1 death of unknown 
cause in the investigational arm versus 0 in the control arm.  The overall response rate was higher in the investigational 
arm at 41% (95% CI 35, 46) than in the control arm at 28% (95% CI 22, 32) by local investigator assessment.  The 
difference in response rates was due to a difference in partial responses.  There were a total of 9 complete responses in 
the investigational arm versus 7 in the control arm.  

Adverse events of all grades occurred in virtually all patients on both arms (99% vs. 97%).  Grade 3 adverse events 
(66% vs. 32%) and grade 4 adverse events (15% vs. 1%) were much more common in the investigational arm 
compared with the control arm.  Discontinuations due to adverse event (15% vs. 3%) and dose interruptions/reductions 
(73% vs. 16%) were also more common in the investigational arm.  The most common adverse events in patients 
receiving letrozole plus ribociclib were neutropenia (61% vs. 4%), nausea (52% vs. 29%), fatigue (37% vs. 30%), and 
diarrhea (25% vs. 22%).   Adverse events of special concern identififed with ribociclib include QT prolongation and 
hepatotoxicity.  A post-baseline QTcF of >480 ms occurred in 11 patients (3.3%) of patients in the ribociclib arm (of 
whom 9 out of 11 continued treatment without interruption and 2 continued treatment after a two week dose delay) 
versus 1 (0.3%) patient in the control arm.  A >60 ms increase in baseline in QTcF was observed in 2.7% of patients in 
the ribociclib arm versus 0% of patients in the control arm.  Grade 3/4 elevations in AST and ALT occurred in 7% and 
10% versus 2% and 1% of subjects on the ribociclib arm versus the control arm, respectively.  There were 4 patients 
(1.2%) on the ribociclib arm versus 1 patient (0.3%) on the control arm who meet the definition of Hy’s Law.

11. Division’s recommendation and  rationale (pre-MPC review):
 GRANT :

The observed magnitude of improvement in PFS with addition of ribociclib to letrozole is clinically meaningful and 
comparable to that achieved with palbociclib.  Ribociclib represents a substantial improvement over available therapy in 
view of the fact that palbociclib, another CDK inhibitor for the same indication, is still under accelerated approval. 

            DENY: 
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12.   Division’s next steps and sponsor’s plan for future development:

The Division would advise the Sponsor regarding conduct of ongoing phase 3 trials, as well as assist with manufacturing 
considerations under a compressed timeline for drug approval.

13. List references, if any: 

14. Is the Division requesting a virtual MPC meeting via email in lieu of a face-to-face meeting? YES    NO 

15. Clearance and Sign-Off (after MPC review):

Grant Breakthrough Therapy Designation  
Deny Breakthrough Therapy Designation

Reviewer Signature: {See appended electronic signature page}
Team Leader Signature: {See appended electronic signature page}
Division Director Signature: {See appended electronic signature page}

Revised 1/15/16/M. Raggio

Reference ID: 3966698



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

TANYA M PROWELL
08/01/2016

JULIA A BEAVER
08/01/2016

GEOFFREY S KIM
08/02/2016

Reference ID: 3966698



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

IND 117796
MEETING MINUTES

Novartis Pharmaceuticals Corporation
Attention:  Jeannie Shen
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ  07936-1080

Dear Ms. Shen:
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for ribociclib (LEE011).

We also refer to the meeting between representatives of your firm and the FDA on July 21, 2016.  
The purpose of the meeting was to gain agreement that data from pivotal study CLEE011A2301 
is sufficient to support filing for the proposed indication of advanced breast cancer.

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, contact Tracy Cutler, Regulatory Health Project Manager at         
(301) 796-9608 or Tracy.Cutler@fda.hhs.gov. 

Sincerely,

{See appended electronic signature page}            {See appended electronic signature page}

Tracy L. Cutler, MPH, CCRP, CIP           Julia Beaver, MD
Regulatory Health Project Manager           Clinical Team Leader
Division of Oncology Products 1           Division of Oncology Products 1
Office of Hematology and Oncology Products        Office of Hematology and Oncology Products
Center for Drug Evaluation and Research                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: B
Meeting Category: Pre-NDA
Meeting Date and Time: July 21, 2016; 11:00 am – 12:00 pm
Meeting Location: White Oak Campus, Building 22, Room 1315
Application Number: IND 117796
Product Name: Ribociclib (LEE011)
Indication: Advanced breast cancer
Sponsor Name: Novartis Pharmaceuticals Corporation

Meeting Chair: Julia Beaver, MD
Meeting Recorder: Tracy Cutler, MPH

FDA ATTENDEES
Geoffrey Kim, MD, Director, DOP1
Amna Ibrahim, MD, Deputy Director, DOP1
Julia Beaver, MD, Clinical Team Leader, DOP1
Laleh Amiri-Kordestani, MD, Acting Clinical Team Leader, DOP1
Tatiana Prowell, MD, Clinical Reviewer, DOP1
Amanda Walker, MD, Clinical Reviewer, DOP1
Shenghui Tang, PhD, Biostatistics Team Leader, DBV
Erik Bloomquist, PhD, Biostatistics Reviewer, DBV
Tracy Cutler, MPH, Regulatory Health Project Manager, DOP1
Janice Kim, PharmD, MS, Regulatory Health Project Manager, DOP1

EASTERN RESEARCH GROUP ATTENDEES
Christopher A. Sese, Independent Assessor

SPONSOR ATTENDEES
Samit Hirawat, MD, Global Program Head, Oncology Global Development, Novartis Oncology 

Business Unit
Caroline Germa, MD, Global Clinical Program Head, Oncology Global Development, Novartis 

Oncology Business Unit
Michelle Miller, MD, Senior Global Clinical Leader, Oncology Global Development, Novartis 

Oncology Business Unit*
Alicia Rossiter, MD, Executive Director, Integrated Medical Safety, Oncology Global 

Development, Novartis Oncology Business Unit
Pabak Mukhopadhyay, PhD, Senior Director, Biostatistics, Oncology Global Development, 

Novartis Oncology Business Unit
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Shyeilla Dhuria, PhD, Associate Director, Oncology Clinical Pharmacology, Novartis Oncology 
Business Unit*

Tania Small, MD, Senior Director, US Clinical Development & Medical Affairs, Novartis 
Oncology Business Unit

Shanthi Ganeshan, PhD, North America Head, Drug Regulatory Affairs, Oncology Global 
Development, Novartis Oncology Business Unit

Rose Gao, PhD, Director, Drug Regulatory Affairs, Oncology Global Development, Novartis 
Oncology Business Unit

Jeannie Shen, RPh, Senior Associate Director, Drug Regulatory Affairs, Oncology Global 
Development, Novartis Oncology Business Unit

*Participated via phone. 

1.0 BACKGROUND

Activation of the CDK4/CDK6/E2F axis promotes endocrine resistance, and inhibition of
CDK4/6 may abrogate the proliferation of endocrine-resistant breast cancer cells.  Ribociclib 
(LEE011) is an orally bioavailable CDK 4/6 inhibitor that causes cell cycle arrest.  Several  
phase 3 studies are investigating the efficacy and safety of ribociclib in patients with HR+, 
HER2-negative breast cancer, including combinations with:

 letrozole [Study CLEE011A2301]

The Sponsor has requested a Type B pre-NDA meeting with the Agency to discuss the adequacy 
of results from the CLEE011A2301 (MONALEESA-2) trial to support the proposed indication:

“Ribociclib is indicated for treatment of postmenopausal women with hormone receptor (HR) 
positive, human epidermal growth factor receptor 2 (HER2)-negative advanced or metastatic 
breast cancer in combination with letrozole as initial endocrine-based therapy.”

The planned initial registration strategy for ribociclib in combination with letrozole for
treatment of advanced HR+, HER2-negative breast cancer is based upon the results of Study 
CLEE011A2301 (MONALEESA-2).  The MONALEESA-2 trial is a randomized phase 3 trial of 
letrozole + ribociclib/placebo in first-line treatment of postmenopausal women with advanced 
HR positive, HER2 negative breast cancer (N=668).  Accrual to the trial was completed in 
February 2015. 

The primary endpoint of MONALEESA-2 was PFS as assessed by local investigator using
RECIST v1.1.  The primary efficacy analysis was planned to occur when 302 PFS events had 
occurred, which provides 90% power to detect a hazard ratio of 0.67, corresponding to 4.4 month 
improvement in median PFS from 9 to 13.4 months with a one-sided cumulative 2.5% level of 
significance.  An interim analysis for superiority was planned at 70% of PFS events.  In a prior 
Type B meeting with the Sponsor on March 26, 2015, the Agency specified at the interim 
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analysis at 70% of planned PFS events that a hazard ratio of ≤0.56, which would translate into a 
7-month difference in median PFS (9 months versus 16 months), and a p-value of ≤1.29 × 10-5
would be required to declare statistical significance.  A two-look Haybittle-Peto stopping 
boundary was used to control type-I error rate based upon the Agency’s recommendation at that 
Sponsor meeting. 

The primary analysis of PFS was a stratified log-rank test [strata: lung/liver metastases (yes/no)] 
relying upon local investigator’s/radiologist’s assessment using RECIST v1.1.  Patients who met 
one of the following criteria had their PFS date censored at the date of last adequate tumor 
assessment prior to data cut-off:

 No documented PFS event based on RECIST 1.1
 Have started another anti-neoplastic therapy prior to the PFS event
 Are missing 2 consecutive tumor assessments prior to the PFS event

The following sensitivity analyses have been or will be performed by the Sponsor to assess the 
robustness of the primary efficacy analyses:

 PFS analysis based upon blinded independent central radiographic review
 PFS analysis based on local investigator assessment using an unstratified log rank test
 PFS analyses with alternative censoring mechanisms from those used in the primary

Analyses

The data cut-off date for the interim analysis was January 29, 2016, at which time 243 (80% of 
total) local PFS and 122 central PFS events had been recorded.  The IDMC met on May 9, 2016, 
and determined that the efficacy boundary had been crossed, and recommended unblinding the 
trial for the primary analysis of PFS. 

The primary endpoint of PFS by investigator assessment was met with a HR of 0.56 (95% CI: 
0.43, 0.72) that was statistically significant (one-sided stratified log-rank test p-value:  
0.00000329).  This HR corresponded to a median PFS that was not reached in the ribociclib arm 
(95% CI: 19.3, NR) versus 14.7 months (95% CI: 13.0, 16.5) in the control arm.  There were 93 
(28%) PFS events in the ribociclib arm compared with 150 (45%) PFS events in the control arm. 
The blinded independent review had high levels of censored data, but the hazard ratio was 
similar to the results by investigator assessment with a HR of 0.59 (95% C.I: 0.41, 0.85) and a   
p-value of 0.002.

A key secondary endpoint of MONALEESA-2 is OS, which was to be evaluated hierarchically 
only if the primary analysis of PFS is statistically significant.  Analyses of OS will be performed 
at up to four time points: at the time of the interim and final analyses of PFS (at which time 76 
and 120 OS events were expected, respectively), after ~300 OS events, and after ~400 OS 
events.  The study is ongoing, and patients and investigators remain blinded to treatment arm for 
the OS endpoint.  At the time of the first interim analysis of PFS, there were 43 (11% out of total 
400) deaths observed, 23 (7%) in the ribociclib arm versus 19 (6%) in the control arm.  The   
one-sided stratified log rank test p-value did not cross the pre-specified stopping boundary   
(one-sided p=0.65).
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The most common adverse reactions in the ribociclib arm included neutropenia, nausea, fatigue, 
diarrhea, and alopecia.  Myelosuppression, QT prolongation and hepatotoxicity are adverse 
reactions of particular interest.  The Sponsor maintains that these adverse reactions are 
manageable and reversible with adequate monitoring, treatment interruption and/or dose 
reductions in ribociclib.

For the initial registration strategy, the Sponsor proposes to rely upon data from
MONALEESA-2, as well as data from the ribociclib + letrozole combination arm (N=47) of the 
phase 1b study (CLEE011X2107), for the principal demonstration of efficacy of the
combination.  The Summary of Clinical Safety will include 379 patients from the above two 
studies (MONALEESA-2 and CLEE011X2107) treated with the combination of              
ribociclib + letrozole, as well as safety data from 187 additional patients treated with ribociclib 
600 mg daily on days 1-21 every 28 days as a single agent.  Narratives will be provided for 
deaths or SAEs occurring while on or within 30 days of last dose of study treatment, as well as 
for discontinuation due to AE, and AEs of special interest.  The Sponsor proposes to submit the 
safety update, containing 5 months of additional safety data, within 90 days of the original 
submission should a priority review be granted.  No OS data are proposed to be included with the 
safety update based upon the timing of the planned OS analyses per protocol.

Data will be submitted in CDISC format.

FDA sent Preliminary Comments to Novartis Pharmaceuticals Corporation on July 15, 2016.

2.0 DISCUSSION

Question 1:  Data from pivotal study CLEE011A2301 in support of NDA
Does the Agency agree that the data from the registration phase 3 Study CLEE011A2301 are 
adequate to substantiate the efficacy and safety of ribociclib, and that the robust results of this 
study support filing of the proposed indication:

“Treatment of postmenopausal women with hormone receptor (HR)-positive, human epidermal 
growth factor receptor 2 (HER2)-negative advanced or metastatic breast cancer in combination 
with letrozole as initial endocrine-based therapy?

FDA Response:  The data from CLEE011A2301 are adequate to assess the efficacy 
and safety of ribociclib for the proposed indication.  Determination of whether 
efficacy and safety have been demonstrated will be a review issue.

Meeting Discussion:  No discussion took place during the meeting. 

Question 2:  Risk minimization measures
Novartis believes that the risks associated with treatment with ribociclib can be managed 
adequately with appropriate labelling, proposed risk management measures and routine 
pharmacovigilance activities.  Does the Agency agree?

Reference ID: 3969794



IND 117796
Page 5

FDA Response:  The determination of appropriate risk management strategies, 
particularly as it pertains to hepatotoxicity and QT prolongation, will be a review 
issue.

Meeting Discussion:  No discussion took place during the meeting

Question 3:  Plan for submission of clinical pharmacology studies and data
Does the Agency agree with the presented plan and timing for inclusion of results for the clinical 
pharmacology studies as described in the briefing document?

FDA Response:  The proposed clinical pharmacology studies in the briefing 
document appear to be acceptable.

Meeting Discussion:  No discussion took place during the meeting

Question 4:  Safety and efficacy update
Does the Agency agree to the proposed content of the safety update and timing of the update 
submission in case of Priority Review?

FDA Response:   Yes.

Meeting Discussion:  No discussion took place during the meeting

Question 5:  Proposed eCTD table of contents
Does the Agency agree that the contents of the NDA as outlined in the proposed electronic 
Common Technical Document (eCTD) table of contents (TOC) constitute a complete 
application?

FDA Response:  Yes. 

Meeting Discussion:  No discussion took place during the meeting

Question 6:  Priority review
Novartis intends to request priority review based on the justification that ribociclib demonstrates 
a significant and clinically relevant improvement in progression-free-survival with a manageable 
safety profile compared to currently available therapy for the treatment of a serious condition.  
We understand that the decision for the priority review is made at the time of NDA filing.  Does 
the Agency agree with the following justification as a basis for priority review?

FDA Response:  A decision about priority versus standard review will be made at 
the time of NDA filing.

Meeting Discussion:  No discussion took place during the meeting
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Question 7:  Financial disclosure
Novartis considers that Ribociclib Studies CLEE011A2301 and CLEE011X2107 constitute the 
‘covered studies’ under the ‘Financial Disclosure for Clinical Investigators’ rule.  Does the 
Agency agree?

FDA Response: Yes.

Meeting Discussion:  No discussion took place during the meeting

Additional Meeting Discussion

The Sponsor stated that while the datasets from the clinical studies will be in CDISC 
format, the healthy volunteer clinical pharmacology datasets will not be in CDISC format. 
The Agency stated that this proposal is acceptable.  

3.0 OTHER IMPORTANT MEETING LANGUAGE

3.1 Discussion of the Content of a Complete Application

 The content of a complete application was discussed.  All applications are expected to 
include a comprehensive and readily located list of all clinical sites and manufacturing 
facilities included or referenced in the application.

 Major components of the application are expected to be submitted with the original 
application and are not subject to agreement for late submission.  You stated you intend 
to submit a complete application and therefore, there are no agreements for late 
submission of application components.

3.2 PREA Requirements

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), 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.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End of 
Phase (EOP2) meeting.  In the absence of an End-of-Phase 2 meeting, refer to the draft guidance 
below.  The PSP must contain an outline of the pediatric study or studies that you plan to 
conduct (including, to the extent practicable study objectives and design, age groups, relevant 
endpoints, and statistical approach); any request for a deferral, partial waiver, or waiver, if 
applicable, along with any supporting documentation, and any previously negotiated pediatric 
plans with other regulatory authorities.  The PSP should be submitted in PDF and Word format. 
Failure to include an agreed iPSP with a marketing application could result in a refuse to file 
action. 
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For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.  

3.3 Prescribing Information

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57 including the 
Pregnancy and Lactation Labeling Rule (PLLR) (for applications submitted on or after June 30, 
2015).  As you develop your proposed PI, we encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information and Pregnancy and Lactation 
Labeling Final Rule websites, which include:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information related to pregnancy, lactation, and females and males of reproductive 
potential

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 

important format items from labeling regulations and guidances.  
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the 

Highlights Indications and Usage heading.

The application should include a review and summary of the available published literature 
regarding drug use in pregnant and lactating women, a review and summary of reports from your 
pharmacovigilance database, and an interim or final report of an ongoing or closed pregnancy 
registry (if applicable), which should be located in Module 1.  Refer to the draft guidance for 
industry – Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).  

Prior to submission of your proposed PI, use the SRPI checklist to ensure conformance with the 
format items in regulations and guidances.  
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3.4 Submission Format Requirements

The Electronic Common Technical Document (eCTD) is CDER and CBER’s standard format for 
electronic regulatory submissions.  Beginning May 5, 2017, the following submission types: 
 NDA, ANDA, BLA and Master Files must be submitted in eCTD format.  Commercial IND 
submissions must be submitted in eCTD format beginning May 5, 2018.  Submissions that do 
not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. For 
more information please visit: http://www.fda.gov/ectd. 

3.5 Secure Email Communications

Secure email is required for all email communications from FDA to sponsors when confidential 
information (e.g., trade secrets, manufacturing, or patient information) is included in the 
message.  To receive email communications from FDA that include confidential information 
(e.g., information requests, labeling revisions, courtesy copies of letters), sponsors must establish 
secure email. To establish secure email with FDA, send an email request to 
SecureEmail@fda.hhs.gov.  Please note that secure email may not be used for formal regulatory 
submissions to applications (except for 7-day safety reports for INDs not in eCTD format).

3.6 Manufacturing Facilities

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission.

Consider using a table similar to the one below as an attachment to Form FDA 356h.  Indicate 
under Establishment Information on page 1 of Form FDA 356h that the information is provided 
in the attachment titled, “Product name, NDA/BLA 012345, Establishment Information for Form 
356h.”
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Site Name Site Address

Federal
Establishment

Indicator
(FEI) or

Registration
Number
(CFN)

Drug
Master

File
Number

(if 
applicable)

Manufacturing Step(s)
or Type of Testing 

[Establishment 
function]

1.
2.

Corresponding names and titles of onsite contact:

Site Name Site Address Onsite Contact 
(Person, Title)

Phone and 
Fax 

number
Email address

1.
2.

3.7 Office of Scientific Investigations (OSI) Requests 

The Office of Scientific Investigations (OSI) requests that the following items be provided to 
facilitate development of clinical investigator and sponsor/monitor/CRO inspection assignments, 
and the background packages that are sent with those assignments to the FDA field investigators 
who conduct those inspections (Item I and II).  This information is requested for all major trials 
used to support safety and efficacy in the application (i.e., phase 2/3 pivotal trials).  Please note 
that if the requested items are provided elsewhere in submission in the format described, the 
Applicant can describe location or provide a link to the requested information.

The dataset that is requested in Item III below is for use in a clinical site selection model that is 
being piloted in CDER.  Electronic submission of the site level dataset is voluntary and is 
intended to facilitate the timely selection of appropriate clinical sites for FDA inspection as part 
of the application and/or supplement review process.  
This request also provides instructions for where OSI requested items should be placed within an 
eCTD submission (Attachment 1, Technical Instructions: Submitting Bioresearch Monitoring 
(BIMO) Clinical Data in eCTD Format).

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

1. Please include the following information in a tabular format in the original NDA for each 
of the completed pivotal clinical trials:
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a. Site number
b. Principal investigator
c. Site Location: Address (e.g., Street, City, State, Country) and contact information 

(i.e., phone, fax, email)
d. Location of Principal Investigator: Address (e.g., Street, City, State, and Country) and 

contact information (i.e., phone, fax, email).  If the Applicant is aware of changes to a 
clinical investigator’s site address or contact information since the time of the clinical 
investigator’s participation in the study, we request that this updated information also 
be provided.

2. Please include the following information in a tabular format, by site, in the original NDA 
for each of the completed pivotal clinical trials:
a. Number of subjects screened at each site 
b. Number of subjects randomized at each site 
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the 
completed pivotal clinical trials:
a. Location at which sponsor trial documentation is maintained (e.g., , monitoring plans 

and reports, training records, data management plans, drug accountability records, 
IND safety reports, or other sponsor records as described ICH E6, Section 8).  This is 
the actual physical site(s) where documents are maintained and would be available for 
inspection

b. Name, address and contact information of all Contract Research Organization (CROs) 
used in the conduct of the clinical trials and brief statement of trial related functions 
transferred to them.  If this information has been submitted in eCTD format 
previously (e.g., as an addendum to a Form FDA 1571, you may identify the 
location(s) and/or provide link(s) to information previously provided.

c. The location at which trial documentation and records generated by the CROs with 
respect to their roles and responsibilities in conduct of respective studies is 
maintained.  As above, this is the actual physical site where documents would be 
available for inspection.

4. For each pivotal trial, provide a sample annotated Case Report Form (or identify the 
location and/or provide a link if provided elsewhere in the submission). 

5. For each pivotal trial provide original protocol and all amendments (or identify the 
location and/or provide a link if provided elsewhere in the submission).

II. Request for Subject Level Data Listings by Site

1. For each pivotal trial: Site-specific individual subject data listings (hereafter referred to as 
“line listings”).  For each site, provide line listings for:
a. Listing for each subject consented/enrolled; for subjects who were not randomized to 

treatment and/or treated with study therapy, include reason not randomized and/or 
treated

Reference ID: 3969794



IND 117796
Page 11

b. Subject listing for treatment assignment (randomization)
c. Listing of subjects that discontinued from study treatment and subjects that 

discontinued from the study completely (i.e., withdrew consent) with date and reason 
discontinued

d. Listing of per protocol subjects/ non-per protocol subjects and reason not per protocol
e. By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)
f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, 

including a description of the deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or 

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

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

j. By subject listing, of testing (e.g., laboratory, ECG) performed for safety monitoring

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

III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection.  Voluntary electronic submission of site 
level datasets is intended to facilitate the timely selection of appropriate clinical sites for FDA 
inspection as part of the application and/or supplement review process.  If you wish to 
voluntarily provide a dataset, please refer to the draft Guidance for Industry Providing 
Submissions in Electronic Format – Summary Level Clinical Site Data for CDER’s Inspection 
Planning” (available at the following link 
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http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/UCM332468.pdf ) for the structure and format of this data set.  

Attachment 1
Technical Instructions:  

Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

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

DSI Pre-
NDA 

Request 
Item1

STF File Tag Used For Allowable 
File 

Formats

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

report form, by study
.pdf

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

.pdf

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

.xpt

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

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

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

1 Please see the OSI Pre-NDA/BLA Request document for a full description of requested data files
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References:

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 
(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf)

FDA eCTD web page 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm)

For general help with eCTD submissions:  ESUB@fda.hhs.gov

4.0 ISSUES REQUIRING FURTHER DISCUSSION

There we no issues requiring further discussion. 

5.0 ACTION ITEMS

There were no action items identified during the meeting. 

6.0 ATTACHMENTS AND HANDOUTS

There were no attachments or handouts distributed during the meeting.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209092
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Novartis Pharmaceuticals Corporation
Attention: Jeannie Shen
Senior Associate Director
One Health Plaza
East Hanover, NJ  07936

Dear Ms. Shen:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Kisqali® (ribociclib), 200mg tablet. 

We also refer to the Late-Cycle Meeting (LCM) scheduled for February 24, 2017. Attached 
is our background package, including our agenda, for this meeting.

Please email me a list of your attendees at elleni.alebachew@fda.hhs.gov, at least one week 
prior to the meeting. 

For each foreign visitor, complete and email me the enclosed Foreign Visitor Data Request 
Form, at least one week prior to the meeting.  A foreign visitor is any non-U.S. citizen who 
does not have Permanent Resident Status or a valid U.S. Federal Government Agency 
issued Security Identification Access Badge.  If we do not receive the above requested 
information in a timely manner, attendees may be denied access. 

If you have any questions, call Elleni Alebachew, Regulatory Project Manager, at 
(301) 796-5225.

Sincerely,

{See appended electronic signature page}

Elleni Alebachew, MS, RAC 
Senior Regulatory Health Project Manager 
Division of Oncology Products 1
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research

ENCLOSURES:
   Late-Cycle Meeting Background Package
   FDA Foreign Visitor Request Form
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LATE-CYCLE MEETING BACKGROUND PACKAGE

Meeting Date and Time: February 15, 2017, 2:30 PM to 4:00 PM 
Meeting Location: White Oak Building 22, Conference Room 1309

Application Number: NDA 209092
Product Name: KISQALI® (ribociclib)
Indication: KISQALI is indicated, in combination with letrozole, for the 

treatment of postmenopausal women with HR-positive, HER2-
negative, advanced or metastatic breast cancer as initial endocrine-
based therapy

Applicant Name: Novartis Pharmaceuticals Corporation

FDA ATTENDEES (tentative)
Geoffrey Kim, MD, Director
Amna Ibrahim, MD, Deputy Director
Julia Beaver, MD, Associate Director
Anand Shah, MD, MPH, Clinical Reviewer
Eric Bloomquist, PhD, Biostatistics Reviewer
Shenghui Tang, PhD, Biostatistics Team Leader
Xiao Hong Chen, PhD, Product Quality Team Leader
Paresma Patel, PhD, Product Quality Reviewer
Qi Liu, PhD, Clinical Pharmacology Team Lead
Wentao Fu, PhD, Clinical Pharmacology Reviewer
Youwei Bi, PhD, Clinical Pharmacology Reviewer
Till Olickal,PhD., PharmD., Risk Management Analyst, DRISK
Elleni Alebachew, RAC, Senior Regulatory Health Project Manager

APPLICANT ATTENDEES
Samit Hirawat, MD, Global Program Head
Caroline Germa, MD, Global Clinical Program Head
Michelle Miller, MD, Senior Global Clinical Leader
Tania Small, MD, Senior Director, US Clinical Development & Medical Affairs 
Alicia Rossiter, MD, Executive Director, Integrated Medical Safety
Pabak Mukhopadhyay, PhD, Senior Director, Biostatistics
Mohamed Elmeliegy, PhD, Manager, Oncology Clinical Pharmacology
Joyce Ann Sinno, PhD, Director, Novartis Regulatory Affairs 
Shanthi Ganeshan, PhD, North America Region Head, Drug Regulatory Affairs
Rose Gao, MS, Senior Director, Global Drug Regulatory Affairs
Jeannie Shen, RPh, Senior Associate Director, Drug Regulatory Affairs
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INTRODUCTION

The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date and our objectives for the remainder of 
the review. The application has not yet been fully reviewed by the signatory authority, division 
director, and Cross-Discipline Team Leader (CDTL) and therefore, the meeting will not address 
the final regulatory decision for the application.  We are sharing this material to promote a 
collaborative and successful discussion at the meeting.  

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified in 
this background package prior to this LCM or the AC meeting, if an AC is planned, we may not 
be prepared to discuss that new information at this meeting.  

BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED TO 
DATE

Substantive Review Issues

There are no substantive review issues at this time. 

ADVISORY COMMITTEE MEETING

An Advisory Committee meeting is not planned.

REMS OR OTHER RISK MANAGEMENT ACTIONS

No issues related to risk management have been identified to date. 

LCM AGENDA

1. Introductory Comments –  5 minutes (RPM/CDTL)

- Welcome, Introductions, Ground rules, Objectives of the meeting

2. Information Requests – 5 minutes 

- Biopharmaceutics information requests regarding dissolution profile dataset

3. Postmarketing Requirements/Postmarketing Commitments –15 minutes 

 PMR to assess the safety and efficacy of an alternative dosing regimen to mitigate the 
serious risk of QT prolongation without compromising efficacy. 
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 PMR to conduct a PK trial to determine an appropriate dose in patients with severe 
renal impairment

 PMC for OS results 

4. Review Plans – 5 minutes 

- Review completion and labeling is ongoing

5. Wrap-up and Action Items – 5 minutes 
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VISITORS FULL NAME  (First, Middle, Last)

GENDER

COUNTRY OF ORIGIN/CITIZENSHIP

DATE OF BIRTH (MM/DD/YYYY)

PLACE OF BIRTH (city and country)

PASSPORT  NUMBER:
COUNTRY  THAT ISSUED 
PASSPORT: 

ISSUANCE DATE:
EXPIRATION  DATE:

VISITOR ORGANIZATION/EMPLOYER

MEETING START DATE AND TIME

MEETING  ENDING DATE AND TIME

PURPOSE OF MEETING

BUILDING(S) & ROOM NUMBER(S)  TO BE VISITED

WILL CRITICAL INFRASTRUCTURE AND/OR FDA 
LA BORATORIES BE VISITED?

POINT OF ENTRY
(This is the building that the foreign visitor will enter) 

HOSTING OFFICIAL  (name, title, office/bldg, 
room number, and phone number)

ESCORT INFORMATION (If different from Hosting
Official)
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