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EXCLUSIVITY SUMMARY

NDA # 205755   SUPPL # HFD # 

Trade Name  Zykadia

Generic Name  ceritinib

Applicant Name  Novartis Pharmaceuticals Corporation    

Approval Date, If Known  

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

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

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

505(b)(1)

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

  YES NO 

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

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             
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d)  Did the applicant request exclusivity?
YES NO 

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

The applicant did not specify the number of years.

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

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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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 "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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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:                                     

                                                        

(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 
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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 the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 
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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

YES    NO   
  Explain: 

                          
             

Investigation #2

IND # YES   NO   
  Explain: 

                              
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
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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:  Karen Boyd. M.S.                  
Title:  Senior Regulatory Project Manager
Date:  4/14/14

                                                      
Name of Office/Division Director signing form:  Patricia Keegan, M.D.
Title:  Director, Division of Oncology Products 2
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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 :  N/A

If PeRC review not necessary, explain:  PMHS staff notified of Orphan
Designation on 3/25/14, and they informed the division that a pediatric page is 
not required.

 Outgoing communications: letters, emails, and faxes consdered important to include in the 
action package by the reviewing office/division (e.g., clinical SPA letters) (do not include 
previous action letters, as these are located elsewhere in package) 

Compliance Teleconference: 
4/17/14 (uploaded 4/29/14)
Compliance Information Request:  
4/11/14 (uploaded 4/15/14)
Information Request:  4/9/14
Labeling to Sponsor:  4/7/14
Labeling Teleconference:  4/7/14
Labeling to Sponsor:  4/7/14
PMR negotiations:  4/4/14
CMC Teleconference:  4/3/14
(uploaded 4/8/14)
Compliance Teleconference:  
4/3/14 (uploaded 4/28/14)
Compliance Teleconference:  
4/2/14 (uploaded 4/28/14)
Labeling to Sponsor:  4/2/14
Labeling Teleconference:  4/1/14 
(uploaded 4/9/14)
PMR negotiations:  3/31/14 
(uploaded 4/1/14)
Labeling to Sponsor:  3/31/14 
(uploaded 4/1/14)
Labeling to Sponsor:  3/28/14
LCM Background Package:  
3/27/14
Proprietary Name Request 
Withdrawn:  3/26/14
PMR negotiations:  3/25/14 
(uploaded 3/26/14)
Biopharm Tcon:  3/24/14
(uploaded 4/11/14)
Labeling to Sponsor:  3/21/14
CMC Tcon:  3/19/14 (uploaded 
4/11/14)
NDA Methods Validation:  
3/19/14
CMC IR:  3/18/14
Proprietary Name submission:  
3/17/14 (uploaded 3/18/14)
Clinical IR:  3/14/14  
Clinical IR:  3/14/14  
Clinical/Clin Pharm Tcon:  
3/14/14 (uploaded 4/11/14)
Acknowledge proprietary name 
withdrawal:  3/12/14
Clinical IR:  3/13/14 (uploaded 
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3/26/14)
Clinical IR:  3/12/14
Response to question on IR:  
3/10/14
Container labeling IR:  3/7/14
CMC IR:  3/7/14
Clin Pharm IR:  3/6/14
Agenda for midcycle 
communication:  3/6/14 
Nonclinical IR:  3/6/14
Clinical IR: 3/4/14 (uploaded 
3/5/14)
Nonclinical IR:  3/4/14 (uploaded 
3/5/14)
CMC IR:  2/27/14
CMC/Microbiology:  2/24/14
Clinical IR:  2/21/14
Filing letter: 2/21/14
Clinical IR:  2/21/14
CMC IR:  2/20/14
Clin Pharm IR:  2/18/14
Biopharma IR:  2/18/14
Clin Pharm IR:  2/14/14 (uploaded 
2/18/14)
Clinical IR:  2/13/14
Clinical IR: 2/11/14
Clin Pharm IR:  2/7/14
Advice—Proprietary Name:  
2/4/14 (uploaded 2/6/14)
Clinical IR:  2/5/14
DMEPA Teleconference:  2/4/14 
(uploaded 2/5/14)
Memo (Verbal):  1/31/14
Labeling to Sponsor:  1/31/14
Clinical IR:  1/29/14
DMEPA Teleconference:  1/27/14 
(uploaded 1/29/14)
CMC Microbiology IR:  1/22/14
Clinical IR:  1/22/14
Clin Pharm IR:  1/17/14
Acknowledgement Letter:  1/6/14
Clin Pharm IR:  1/3/14
Acknowledge Presubmission:  
12/20/14
Acknowledge Presubmission:  
12/11/14

 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)

Team meeting:  4/29/14
Wrap Up meeting:  4/8/14
(uploaded 4/25/14)
Labeling meeting:  4/7/14
Labeling meeting:  3/31/14
(uploaded 4/25/14)
Team/Labeling meeting:  3/27/14
(uploaded 4/25/14)
Labeling meeting:  3/20/14
(uploaded 4/17/14)
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8. What assurance do you have that lots manufactured were released by appropriate QA 

procedures?

Drafted: T. Agosto 4/28/2014
Revised: R. Wittorf, 4/29/2014
Finalized: T. Bouie 4/29/2014

Reference ID: 3497813
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(b) (4)



_____________________________
Teicher N. Agosto
Regulatory Health Project Manager
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 27, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Team/Labeling Meeting:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 27, 2014, labeling meeting:

Attendees: Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong, Brian 
Booth, Nam Atiqur Rahman, Whitney Helms, Liang Zhou, Pengfei Song, Sharon Mills, Karen 
Boyd, Qunyh-Van Tran, Naomi Redd, Miriam Dinatale

Sections discussed include:  
 1:  Indications and Usage
 2:  Dosage and Administration
 5:  Warnings and Precautions
 6:  Adverse Reactions
 7:  Drug Interactions
 12.3:  Clinical Pharmacology:  Pharmacokinetics
 14:  Clinical Studies

Other topics discussed during the meeting:  
 Late Cycle meeting agenda and objectives reviewed with the team
 Novartis’ counter-proposal to FDA’s PMR on the food effect of ceritinib
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 31, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 31, 2014, labeling meeting:

Attendees: Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong, Brian 
Booth, Nam Atiqur Rahman, Whitney Helms, Liang Zhou, Pengfei Song, Sharon Mills, Karen 
Boyd, Qunyh-Van Tran, Naomi Redd, Miriam Dinatale, Jeanine Best

Sections discussed include:  
 5.7:  Warnings and Precautions:  Embryofetal Toxicity
 8.1:  Use in Specific Populations:  Pregnancy
 8.7:  Use in Specific Populations:  Females and Males of Reproductive Potential
 12.1:  Clinical Pharmacology:  Mechanism of Action
 12.2:  Clinical Pharmacology:  Pharmacodynamics
 13:  Nonclinical Toxicology
 17:  Patient Counseling Information
 Patient Information
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f. Stats:  Approve
5. Labeling Discussion:  The labeling negotiations are complete for the package insert and 

patient package insert. Novartis will send final draft labeling to the NDA by no later than
COB Wednesday, April 9, 2014.  DMEPA, OPDP and CMC are satisfied with the 
changes Novartis made to the container label and request no additional changes.  Ms. 
Jones had a question about how Novartis plans to attach the label .  Ms. Boyd 
will follow up with an information request to Novartis.     

6. Discussion of sign-off procedure and schedule
a. Drs. Pazdur and Keegan discussed sign-off procedure and schedule with the team. 

Action items from the meeting:
 KB will send an IR to Novartis .
 KB will set up a meeting with senior management to discuss the potential compliance 

issue further.  

Reference ID: 3496310
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Action items from the meeting:
1. RPM Boyd will set up a teleconference with Novartis for next Monday to discuss their 

dissolution specifications.  
2. RPM Boyd will send out the PMR/PMC template to the team. 
3. Review team will complete their primary reviews by March 25, 2014.    
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 11, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Meeting on potential PMR:  NDA 205755

___________________________________________________________________________

Date and Time:  March 11, 2014, 2pm-3pm

Attendees:  Gideon Blumenthal, Sean Khozin, Ruby Leong, Pengfei Song, Qi Liu, Nam Atik
Rahman, Brian Booth, Lijun Zhang, Shenghui Tang, Karen Boyd.

Meeting Summary:  
 Continued discussion between clinical, clin pharm and stats to discuss the following:  

lower dose of ceritinib with food.
 Discussion of the protocol Novartis submitted to IND 109272 entitled, “A randomized, 

open-label crossover study to evaluate the relative bioavailability of  
 of LDK378 in comparison to the reference LDK378 capsule formulation 

and the effect of a  on the pharmacokinetics of LDK378 capsules in healthy
subjects”

Action items:
1. Ms. Boyd will schedule a sponsor teleconference with Novartis during the week of March 

11th to discuss this potential PMR.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 4, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 4, 2014, labeling meeting:

Attendees:  Patricia Keegan, Sean Khozin, Gideon Blumenthal, Margaret Brower, Emily Fox, 
Whitney Helms, Karen Boyd, Qunyh-Van Tran, Otto Townsend, Ali Al Hakim, Liang Zhou, 
Jean Tang, Donghao Lu, Morgan Walker, Jeanine Best, Denise Pica-Branco, Miriam Dinatale

Sections discussed include:  
 3:  Dosage Forms and Strengths
 8:  Use in Specific Populations
 11:  Description
 13:  Nonclinical Toxicology
 16:  How Supplied/Storage and Handling
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 13, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 13, 2014, labeling meeting:

Attendees:  Patricia Keegan, Sean Khozin, Gideon Blumenthal, Karen Boyd, Qunyh-Van Tran, 
Lijun Zhang, Sharon Mills, Naomi Redd

Sections discussed include:  
 1:  Indications and Usage
 5:  Warnings and Precautions
 14:  Clinical Studies
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 14, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 14, 2014, labeling meeting:

Attendees:  Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong, 
Pengfei Song, Brian Booth, Eric Brodsky, Margaret Brower, Emily Fox, Whitney Helms, Sharon 
Mills, Karen Boyd, Qunyh-Van Tran, Debbie Bietzell, Naomi Redd

Sections discussed include:  
 2:  Dosage and Administration
 7:  Drug Interactions
 12:  Clinical Pharmacology
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 18, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 18, 2014, labeling meeting:

Attendees: Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong,
Pengfei Song, Brian Booth, Sharon Mills, Karen Boyd, Qunyh-Van Tran, Naomi Redd, Miriam 
Dinatale

Sections discussed include:  
 12.2:  Pharmacodynamics
 12.3:  Pharmacokinetics
 2.2:  Dose Modifications
 2.3:  Dose Modification for Strong CYP3A4 Inhibitors
 6:  Adverse Reactions
 10:  Overdosage
 17:  Patient Counseling Information
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 20, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the March 20, 2014, labeling meeting:

Attendees: Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong,
Whitney Helms, Liang Zhou, Karen Dowdy 

Sections discussed include:  
 2.1:  Recommended Dosing
 11:  Description
 16:  How Supplied/Storage and Handling
 Highlights
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and bradycardia are likely class effects.  Adverse events that may be linked to 
ceritinib include hyperglycemia (~10% with ~3% requiring dose adjustment), 
convulsions (~5%) and acute pancreatitis (~10% with clinical and laboratory 
features).  

o Favorable risk-benefit profile 
 ORR of large magnitude and duration in a population of patients with 

limited standard treatment options.
 Overall manageable toxicity profile.

 Clinical Pharmacology
o The proposed dosing regimen (750 mg QD) is under review and appears to be 

acceptable.
o In vivo DDI potential appears to be adequately evaluated with CYP3A modulators 

(inhibitors or inducers), but not with CYP3A substrates.  A PMR will be 
requested for DDI studies with sensitive CYP3A and CYP2C9 substrates. 

o The impact of PK, safety, and dose adjustment on hepatic and renal impairment 
patients is under review.  

o 4 Potential PMRs were proposed.   
 CMC/Biopharmaceuticals

o Drug Substance:
 Potential genotoxic impurity with  is under

investigation.  
 Updated stability data from the batches manufactured using the  

are needed from the sponsor.
 Drug substance specifications (acceptance criteria) are missing for particle 

size, ).
o Drug Product:

 DMF:  FDA needs specific information for the container/closure system 
(e.g.  pages and volumes of each DMF) from the sponsor.

 Further information on the proposed storage condition for the drug 
product: Stored 25 °C (77 °F) in tight container is needed from the 
sponsor. 

 Further information on the proposed shelf life of months is needed 
from the sponsor.

 The shelf life may be extended as additional data becomes 
available.

o Biopharmaceuticals:
 FDA is waiting for the applicant’s response on an information request for 

the following items:
 Bridging of 2 sites that manufactured clinical batches
 In-vitro drug release stability data at all dissolution sampling time 

points
 Clarification on rapid dissolution rate for BCS Class 4 drug.

 Facilities Review:  No unresolvable issues.  10 sites listed in the application, 9 
acceptable, 1 pending [laboratory site that was inspected ].

 Nonclinical:  
o Pharmacology studies generally support the mechanism of action.
o Findings in the animals were generally predictive of the clinical findings. The 

target organs were pancreas, bile and biliopancreatic ducts, GI and liver.  
Additionally, there was a significant increase in transaminases, moderate QT 
prolongation and pulmonary phospholipidosis at higher doses in rats.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 3, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Meeting to discuss Midcycle Communication:  NDA 205755

___________________________________________________________________________

Date and Time:  March 3, 2014, 12pm-1pm

Attendees:  Richard Pazdur, Jonathan Jarow, Patricia Keegan, Gideon Blumenthal, Sean Khozin,
Ruby Leong, Pengfei Song, Nam Atik Rahman, Brian Booth, Lijun Zhang, Shenghui Tang, 
Donghao Lu, Zhe Jean Tang, Liang Zhou, Ali Al-Hakim, Emily Fox, Margaret Brower, Whitney 
Helms, Karen Boyd, Cynthia LaCivita, Naomi Redd, Otto Townsend, Okpo Eradiri, Kira 
Leishear, Jessica Cole, Miriam Dinatale, Quynh-Van Tran, Morgan Walker.

Meeting Summary:  
 Discussion of each discipline’s team leader approved draft responses to the midcycle 

communication template with senior management.  This included significant review 
issues, outstanding Information Requests and major safety concerns/risk management.

 Discuss who is required to attend the midcycle communication meeting on Friday (March 
7, 8:30-9:30am).

Action items:
1. Ms. Boyd will circulate latest template to the team for responses, with the goal of sending

the draft agenda to the company by Thursday, March 6th.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 3, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Meeting on potential PMR:  NDA 205755

___________________________________________________________________________

Date and Time:  March 3, 2014, 1:30pm-2pm

Attendees:  Gideon Blumenthal, Sean Khozin, Ruby Leong, Pengfei Song, Nam Atik Rahman, 
Brian Booth, Lijun Zhang, Shenghui Tang, Karen Boyd.

Meeting Summary:  
 Preliminary discussion between clinical, clin pharm and stats to discuss the following:  

lower dose of ceritinib with food.
 Further discussion is needed to sketch out a potential PMR.

Action items:
1. Ms. Boyd will schedule a follow on meeting to continue the discussion.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 24, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: NDA 205755:  Biopharmaceutics and CMC Teleconference with Novartis

___________________________________________________________________________

Date and Time of Teleconference:  March 24, 2014, 1pm-1:45pm

FDA Attendees:  
Patricia Keegan, Director, DOP2
Gideon Blumenthal, Clinical Team Leader, DOP2
Sean Khozin, Clinical Reviewer, DOP2
Karen Boyd, Senior Regulatory Project Manager, DOP2
Okpo Eradiri, Biopharmaceutics Reviewer, ONDQA
Angelica Dorantes, Biopharmaceuticals Team Leader, ONDQA
Ali Al Hakim, Branch Chief, ONDQA/DNDQAI
Liang Zhou, CMC Team Leader, ONDQA/DNDQAI
Jean Tang, CMC reviewer, ONDQA/DNDQAI

Novartis Attendees:
Bertrand Sutter, Senior Fellow, Technical Research and Development
Simon Ensslin, PhD, Fellow, Pharmaceutical and Analytical Development
Diane Zezza, PhD, Global Head Regulatory Affairs CMC
Frank Grande, Associate Director, Regulatory Affairs CMC 
Margaret Dugan, MD, Senior Vice President, Global Program Head
Yvonne Lau, PhD, Senior Fellow, Oncology Clinical Pharmacology
Gabriela Gruia, MD, Global Head Drug Regulatory Affairs
Shanthi Ganeshan, PhD, Vice President, North America Region Head, Drug Regulatory Affairs
Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs

Discussion:  FDA communicated the following recommended dissolution acceptance criterion to 
Novartis:  We acknowledge receipt of the dissolution data for 3 registration stability batches 
(1010000660, 1010000958 and 1010001326) at the 9-month stability time point. Your proposed 
dissolution specification of Q = % at  min is not acceptable. Based on our review of all the 
dissolution profiles at release and at the 9-month stability time point, we are recommending a 
dissolution acceptance criterion of Q = % at 15 min. 

Novartis accepted this recommended dissolution acceptance criterion, and agreed to update the 
Specifications Table.  Novartis will formally submit the Specifications Table to the NDA and 
will send a courtesy copy to Karen Boyd by email by Wednesday, March 26, 2014. 

FDA and Novartis had a further discussion on the , DMF reference, and stability 
data.    
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Regarding the , FDA requests that Novartis propose a PMC to test the  
method and specification for the LDK378 drug product since they do not have a method in place. 

Regarding the DMF, FDA needs the DMF information, and FDA can’t take an action without it.  
Novartis committed to contacting their DMF holders as soon as possible, and will do their best to 
provide the information by Wednesday, March 26, 2014.

Regarding the stability data, FDA agreed to allow Novartis to submit the 9 month stability data 
for the 3 registration stability batches (batches 1010000660, 1010000958 and 1010001326) and 
up to 24 months for one batch from supportive stability (batch AEUS/2012-0023) in May 2014.  
This will be listed as a PMC.    

Action items:
 By Wednesday, March 26, 2014, Novartis will submit

o Updated stability data
o DMF Information 
o Revised testing Monograph
o Timeline for the PMC on  content

Call concluded.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: March 19, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: NDA 205755:  CMC Teleconference with Novartis

___________________________________________________________________________

Date and Time of Teleconference:  March 19, 2014, 2:15pm-3:00pm

FDA Attendees:  
Ali Al Hakim, Liang Zhou, Donghao Lu, Jean Tang, Robert Wittorf, Jewell Martin, Teicher 
Agosto, Karen Boyd

Novartis Attendees:
Nina Gutman – Regulatory Affairs
Anne Frederick – Global Lead, Regulatory Affairs
Frank Grande – Regulatory CMC

Novartis is seeking clarification on the following items from the March 17, 2014 
information request:
•        Comment number 4 requests that the mean mass specification be revised.  As noted in the 

attached response, the result is recorded in mg and covers the prosed range. Novartis is 
concerned that revising the specification as requested may lead to unnecessary laboratory 
calculations and errors. Novartis would like to further understand the need to include the 
% in the result.  Can the Agency please provide a rational for inclusion of the % in the 
specification?

•        Comment number 6 requests information on the container closure system.  It is Novartis’s 
understanding that all the requested information (specifications for the bottles ) 
was already included in the attachments to the response submitted via e-mail on 12-Mar-
2014.  Is additional information being requested that was not provided in the 12-Mar-
2014 response?

Discussion during the meeting:  
FDA and Novartis discussed comments 4 and 6, stated above.

Regarding comment #4, Novartis understands that both % and ranges of the mean mass will be 
added to the DP specification for the purpose of the clarification.

Regarding comment #5, Novartis acknowledges that the urgency of submission of DMF 
information is critical to complete the review, and will request DMF holder to provide necessary 
information as soon as possible.
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 14, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
Teleconference with Novartis to discuss potential PMC/PMRs related to the 
food effect of ceritinib:  NDA 205755 

 
___________________________________________________________________________ 
 
Date and Time of Teleconference:  March 14, 2014, 12pm-1pm 
 
FDA Attendees:  Patricia Keegan, Gideon Blumenthal, Sean Khozin, Shenghui Tang, Lijun 
Zhang, Hong Zhao, Ruby Leong, Pengfei Song, Qi Liu, Brian Booth, Nam Atiqur Rahman, Jeff 
Summers 
 
Novartis Attendees: 
Margaret Dugan, M.D., Senior VP, Global Program Head 
Andrew Joe, M.D., Senior Global Clinical Leader 
Ben Cheng, M.D., Brand Safety Leader 
Nassir Habboubi, M.D., VP, US Clinical Development and Medical Affairs 
Margarida Geraldes, Ph.D., Director, Biostatistics 
Yvonne Lau, Ph.D., Senior Fellow, Oncology Clinical Pharmacology 
Shanthi Ganeshan, Ph.D., North America Region Head, Drug Regulatory Affairs 
Anne Frederick, Ph.D., Executive Director, Global Program Regulatory Director 
Nina Gutman, Pharm.D., Senior Associate Director, Drug Regulatory Affairs 
 
Meeting Purpose:  Meeting with Novartis to discuss potential PMC/PMRs related to the food 
effect of ceritinib 
 
Discussion during the meeting:  Novartis presented slides with answers to the following FDA 
questions (sent via email on March 12, 2014):     
1. There are reports that patients have been treated with 600 mg with food to alleviate GI 

AEs, which may lead to confusion regarding how to appropriately dose ceritinib.  How 
do you plan to address this dosing issue?   

2. We received the protocol amendment for Study CLDK378A2108 that proposes to include 
a new cohort to evaluate the effect of a  on the pharmacokinetics of ceritinib in 
healthy subjects.  
a. What is the overall development goal of this study? 
b. How would this study address the issue of administering ceritinib with food to 

improve GI tolerability in patients? 
c. If patients mistakenly took 750 mg with a regular meal, they would likely 

experience serious AEs.  How would you address this possibility? 
3.  
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Boyd, Karen

From: Boyd, Karen
Sent: Wednesday, April 09, 2014 8:35 AM
To: Gutman, Nina
Subject: NDA 205755:  Information Request on Container label

Importance: High

Hi Nina, 
 
Since Novartis will only have a container (and not a carton), what is Novartis’ plan to attach/package the labels with the 
container?  Please respond via email by COB today followed by a formal submission to your NDA. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: April 1, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Teleconference with Novartis to discuss labeling:  NDA 205755

___________________________________________________________________________

Date and Time of Teleconference:  April 1, 2014, 11am-12pm

FDA Attendees:  Joseph Gootenberg, Gideon Blumenthal, Sean Khozin, Whitney Helms, 
Margaret Brower, Emily Fox, Hong Zhao, Ruby Leong, Brian Booth, Shenghui Tang, Lijun 
Zhang, Miriam Dinatale, Sharon Mills, Jeannine Best, Quynh-Van Tran, Naomi Redd, Jean Tang

Novartis Attendees:
Margaret Dugan, MD, Senior VP, Global Program Head
Andrew Joe, MD, Senior Global Clinical Leader
Margarida Geraldes, PhD, Director, Biostatistics
Yvonne Lau, PhD, Senior Fellow, Oncology Clinical Pharmacology
Nassir Habboubi, MD, VP, US Clinical Development and Medical Affairs
Alicia Rossiter, MD, FCP, Executive Director / Group Head, Integrated Medical Safety, 
Oncology
Amy Lambert, PhD, DABT, Associate Director, Preclinical Safety
Nanxin Li, PhD, Associate Director Oncology, Genomics Institute of the Novartis Research 
Foundation
Shanthi Ganeshan, PhD, North America Region Head, Drug Regulatory Affairs
Anne Frederick, PhD, Executive Director, Global Program Regulatory Director
Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs

Sections covered include:  
 2.1:  Dosing and Administration
 2.2:  Dose Modifications
 5.1:  Warnings and Precautions:  Severe or Persistent Gastrointestinal Toxicity
 5.5   Warnings and Precautions:  Hyperglycemia
 5.7   Warnings and Precautions:  Embryofetal Toxicity
 7.1.  Drug Interactions:  Effect of Other Drugs on Ceritinib
 8.1  Use in Specific Populations:  Pregnancy
 8.7:  Use in Specific Populations:  Females and Males of Reproductive Potential
 12.1:  Clinical Pharmacology: Mechanism of Action
 12.3:  Clinical Pharmacology: Pharmacokinetics
 13.2:  Nonclinical Toxicology:  Animal Toxicity and/or Pharmacology
 Highlights

Discussion:  Novartis agreed with FDA’s proposed changes to 2.1, 2.2, 5.1, 5.5, 5.7, 7.1, 8.1, 
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8.7, 12.1, 13.2, and highlights.  Novartis and FDA disagreed with the wording of Zykadia taken 
with food found in 12.3.  FDA proposed alternative wording for Novartis’ consideration.  

Action items:
 Novartis will work off-line on section 12.3, and will send alternative wording for FDA’s 

consideration
 FDA and Novartis will schedule a follow up meeting to discuss sections 12.3, 17 and the 

Patient Package Insert.  

Call concluded.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: April 3, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Teleconference with Novartis to communicate CMC expiratory dating:  NDA 
205755

___________________________________________________________________________

Date and Time of Teleconference:  April 3, 2014, 12pm-12:15pm

FDA Attendees:  Ali Al Hakim, Donghao Lu, Jean Tang, Liang Zhou, Karen Boyd 

Novartis Attendees:
Frank Grande, Regulatory Liasion, Global Regulatory--CMC
Anne Frederick, PhD, Executive Director, Global Program Regulatory Director
Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs

FDA communicated the following to Novartis:
FDA will grant expiratory dating for the drug substance at months and for the drug product at
18 months, assuming the facility issues are resolved.  

Call concluded.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Memorandum

Date: April 7, 2014

From: Karen Boyd, M.S., DOP2/OHOP/CDER

Subject: Labeling Meeting Memo:  NDA 205755

___________________________________________________________________________

FDA’s proposed labeling revisions as discussed during the April 7, 2014, labeling meeting:

Attendees:  Patricia Keegan, Sean Khozin, Gideon Blumenthal, Hong Zhao, Ruby Leong, Nam 
Atiqur Rahman, Liang Zhou, Emily Fox, Whitney Helms, Barbara Fuller, Karen Boyd, Qunyh-
Van Tran, Lijun Zhang, Brian Booth

Sections discussed include:  
 2.1: Dosing and Administration
 2.2:  Dose Modification for Adverse Reactions
 5.1:  Warnings and Precautions:  Severe or Persistent Gastrointestinal Toxicity
 5.2:  Hepatotoxicity
 5.3: Interstitial Lung Disease (ILD)/Pneumonitis
 5.4:  QT Interval Prolongation
 5.5:  Hyperglycemia
 6:  Adverse Reactions
 12.3:  Pharmacokinetics
 13.2:  Animal Toxicity and/or Pharmacology
 14:  Clinical Studies
 17:  Patient Counseling Information  
 Patient Information
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ACTION ITEMS: 
1. Review team should update their midcycle slides by COB February 19th based on 

feedback from the team meeting.   
2. RPM Boyd will send out an information request clarifying with the applicant if they have 

an approved USAN name. 
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Boyd, Karen

From: Boyd, Karen
Sent: Monday, April 07, 2014 4:29 PM
To: 'Frederick, Anne'
Cc: Gutman, Nina
Subject: NDA 205755:  Draft Label
Attachments: NDA_205755_draft_label_to_Novartis_after_tcon_4_7_14.docx

Importance: High

Hi Anne, 
 
Attached is latest draft label.  For transparency, I kept the changes tracked that we discussed and agreed upon during 
our call today.  From FDA’s perspective, there are no outstanding issues left to discuss on the label, and we would like 
you to formally submit a final draft label to the NDA that is properly formatted and incorporates all of the agreed upon 
changes.  Please submit the final draft label by COB Wednesday, April 9, 2014. 
 
If you have any questions or concerns, please let me know. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Monday, April 07, 2014 11:24 AM
To: 'Frederick, Anne'
Cc: 'Gutman, Nina'
Subject: NDA 205755:  Draft ZYKADIA Label
Attachments: NDA_205755_draft_label_to_Novartis_4_7_14.docx

Importance: High

Hi Anne, 
 
Attached is the latest draft of the Zykadia label for discussion at today’s 1pm teleconference.   
 
We accepted the changes that we agreed with and provide alternative language and comments on the parts that we did 
not.  Please note:  we did not review the highlights section yet.  At the meeting at 1pm, please be prepared to discuss 
this version of the label. 
 
If you have any questions or concerns, please let me know. 
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, April 04, 2014 6:19 PM
To: 'Gutman, Nina'
Cc: 'Frederick, Anne'
Subject: NDA 205755:  PMR/PMCs:  Request for formal submission

Importance: High

Hi Nina (or Anne), 
 
Regarding the proposed PMRs and PMCs for NDA 205755, I need to make sure all of the proposed 
PMR/PMCs are formally submitted to the NDA ASAP.  Your submission should include the PMR/PMC, 
milestone and associated timelines.  If you formally submitted the proposed PMR already, please indicate that 
in your submission and the date of that submission.  Here is the list of the ones that we have been discussing:   
 
 

a. Subpart H Post-Marketing Requirement:  Conduct and submit the results of a multicenter, randomized 
study or studies establishing the superiority of ceritinib over standard therapy in adult patients with 
ALK-rearranged (ALK-positive) metastatic NSCLC who have been previously treated with crizotinib or 
in adult patients with previously untreated ALK-positive metastatic NSCLC. 

 
Final Protocol Submission     Submitted 4/2013 
Study/Trial Completion:        04/30/2019 
Final Report Submission:      10/31/2019 

 
b. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the systemic exposure and safety of 

450 mg ceritinib taken with a meal and 600 mg ceritinib taken with a light meal as compared with that 
of 750 mg ceritinib taken in the fasted state in metastatic ALK-positive NSCLC patients 

 Interim analysis:  
 Draft protocol submission: Jul-2014   
 Final protocol submission: Sep-2014 (assuming FDA provides comments on the draft 

protocol within 30 days of submission)   
 Interim analysis completion: Apr-2016  
 Interim analysis report submission: Jul-2016  

 
 Final analysis:  

 Draft protocol submission: Jul-2014  
 Final protocol submission: Sep-2014 (assuming FDA provides comments on the draft 

protocol within 30 days of submission)   
 Trial completion: Feb-2017  
 Final report submission: Aug-2017  

 
c. Post-Marketing Requirement:   Complete a pharmacokinetic trial to determine the 

appropriate dose of ceritinib in patients with hepatic impairment in accordance with the FDA 
Guidance for Industry entitled “Pharmacokinetics in Patients with Impaired Hepatic Function: 
Study Design, Data Analysis, and Impact on Dosing and Labeling.”   
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Final Protocol Submission:  submitted;  
Study/Trial Completion:  01/31/2016;  
Final Report Submission:  06/30/2016. 
 

d. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat doses of ceritinib 
on the single dose pharmacokinetics of midazolam (a sensitive CYP3A4 substrate) in accordance with 
the FDA Guidance for Industry entitled “Drug Interaction Studies – Study Design, Data Analysis, 
Implications for Dosing, and Labeling Recommendations.”   

 
Final Protocol Submission:  09/30/2014;  
Study/Trial Completion:  08/31/2016;  
Final Report Submission:  02/28/2017. 
 

e. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat doses of ceritinib 
on the single dose pharmacokinetics of warfarin (a sensitive CYP2C9 substrate) in accordance with the 
FDA Guidance for Industry entitled “Drug Interaction Studies – Study Design, Data Analysis, 
Implications for Dosing, and Labeling Recommendations.” 

Final Protocol Submission:  09/30/2014;  

Study/Trial Completion:  08/31/2016;  
Final Report Submission:  02/28/2017. 

 

f. Post-Marketing Requirement:  Conduct a clinical trial to evaluate if proton pump inhibitors, H2-receptor 
antagonists, and antacids alter the bioavailability of ceritinib and to determine how to dose ceritinib with 
regard to concomitant gastric acid reducing agents. 

Final Protocol Submission:  01/31/2015;  

Study/Trial Completion:  08/31/2015;  

Final Report Submission:  02/29/2016. 
 

g. Post Marketing Commitment:  Submit a revised testing monograph (TM) that will include a  
 method and specification for LDK378 drug product (capsule content) as post-approval 

commitment. 
 

The updated TM will be submitted by 30-April-2014. 

 
h. Post Marketing Commitment:  Submit 9 months stability data for the 3 

registration stability batches (batches 1010000660, 1010000958 and 1010001326) 
and up to 24 months for one batch from supportive stability (batch AEUS/2012- 
0023). 

The updated stability data will be submitted by 16-May-2014. 
 
If you have any questions or concerns, please let me know. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
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Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Wednesday, April 02, 2014 6:36 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Draft Patient label and Patient Package Insert
Attachments: NDA_205755_draft_patient_label_4_2_14.docx; NDA_205755_PPI_draft_4_2_14.doc

Hi Nina, 
 
Attached is the latest draft PI and PPI for NDA 205755.  This label, and most of the changes, were discussed  and agreed 
upon during our teleconference on April 1, 2014.  In addition, during our phone conversation on April 1, 2014, you 
mentioned the following additional changes for section 17 and the patient package insert (PPI).   

 Section 17:  Take out  “ ” in the second to last 
bullet.   

 PPI:  Remove   from “What is the most important information I should know about ZYKADIA?” 

 PPI:  Remove “ .” 
 
To improve the efficiency, we addressed these items specifically in the label and accepted the rest of the edits.  We also 
added language to the highlights section that needs to be included for accelerated approval and made a few minor 
changes to highlights and 13.1.     
 
By noon on Friday, please send me back the label via email with your proposed changes tracked, followed by a formal 
submission to the NDA.  For the items that you agree with, please accept those changes.  For those that you don’t agree 
with, please add a comment and  provide alternative language for us to consider.  For section 12.3, we received your 
proposal and we can discuss that on Monday.  So, there is no need to add your proposal into the label at this time.   
 
If you have any questions or concerns, please let me know. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Monday, March 31, 2014 5:31 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Draft PMR language

Importance: High

Hi Nina, 
 
Attached is our proposed language for this PMR.  As discussed during the late cycle meeting, please provide reasonable 
timelines for Final Protocol submission, Study/Trial Completion, and Final Report submission as soon as possible.  
 
1. Subpart H Post‐Marketing Requirement:  Conduct and submit the results of a multicenter, randomized study or 

studies establishing the superiority of ceritinib over standard therapy in adult patients with ALK‐rearranged (ALK‐
positive) metastatic NSCLC who have been previously treated with crizotinib or in adult patients with previously 
untreated ALK‐positive metastatic NSCLC. 

 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Monday, March 31, 2014 5:27 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Draft ceritinib labeling
Attachments: NDA_205755_patient_label_3_31_14.docx; NDA_205755_PPI_3_31_14.doc

Importance: High

Hi Nina, 
 
Attached are FDA’s suggested updates to the patient label and patient package insert.  Many of these updates to the PI 
were discussed and agreed upon during the March 28, 2014 late cycle meeting.  We also had the opportunity to review 
the nonclinical, maternal health and QT‐IRT sections, and our changes are included in this version.  For items that we 
agreed with, we accepted your change.  For the items we did not agree with, our changes are tracked and we also 
inserted some comments.   
 
We would like to discuss both of these labels at our 11am meeting tomorrow.  Please be prepared to let us know if you 
accept our changes or if further discussion is needed.   
 
If you have any questions, please don’t hesitate to contact me.   
 
Please confirm receipt of this email. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, March 28, 2014 10:00 AM
To: 'Gutman, Nina'
Subject: NDA 205755:  Draft labeling
Attachments: NDA_205755_Draft_label_to_Sponsor_3_28_14.docx

Importance: High

Hi Nina, 
 
Attached is FDA’s response to your proposed label, submitted via email on March 27, 2014, for NDA 205755.   For items 
that we agreed with, we accepted your change.  For the items we did not agree with, our changes are tracked and we 
also inserted some comments.   
 
We would like to discuss this at the late cycle meeting today.  Please be prepared to let us know if you accept our 
changes or if further discussion is needed.  As discussed earlier today, we do not plan on discussing the non‐clinical, 
maternal health, and patients labeling sections.  The QT‐IRT section also is flagged for discussion next week.   
 
If you have any questions, please don’t hesitate to contact me.   
 
Please confirm receipt of this email. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Thursday, March 13, 2014 3:58 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Clinical Information Request

Importance: High

Hi Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical information request via email by COB EST on Monday, March 17, 
2014, followed by a formal submission to your NDA. 
 

 Please provide narratives for patients who experienced syncope in Study X2101. 
 
If you have any questions, please let me know. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301-796-7032 
Fax:  301-796-9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Tuesday, March 25, 2014 5:16 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  PMR Follow up

Importance: High

Hi Nina, 
 
Thank you for sending along the proposed PMR and associated timelines to test a lower dose of ceritinib with food.  
 
We do not agree with your proposal (listed below) or the associated timeline.  Instead, we propose the following 
language for the PMR and request that you send us a reasonable timeline for completion of the study:   
 
PMR:  Conduct a clinical trial to evaluate the safety, efficacy, and pharmacokinetics of 450 mg ceritinib taken with a meal 
as compared with that of 750 mg ceritinib taken in the fasted state in metastatic ALK‐positive NSCLC patients. 
 
By 2pm EST on Thursday, March 27, 2014, please send me an email with the following information: 

1. Determination if Novartis agrees with this proposed PMR, listed above.   
2. Proposed milestones/timeline for completion of this proposed PMR.   

 
If Novartis disagrees, we request that you propose alternate language/timelines by 2pm EST on Thursday, March 27, 
2014. 
 
If you have any questions or concerns, please let me know. 
 
Please confirm receipt.  
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Wednesday, March 19, 2014 6:02 PM 
To: Boyd, Karen 
Subject: RE: Follow up from today's call and timelines 
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Dear Karen,  
 
As promised below please find the proposed PMR and associated timelines to test a lower dose of ceritinib with food.  
 
PMR:  

 
 

 
Timelines:  

 Draft protocol submission: Oct‐2014 

 Final protocol submission: Dec‐2014  

 Trial completion: Jun‐2019  

 Final report submission: Dec‐2019 
 
Please confirm receipt and let me know if you have any questions.  
 
Best regards,  
Nina  
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
PROPRIETARY NAME REQUEST

WITHDRAWN

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936

ATTENTION: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) dated and received December 24, 2013, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ceritinib 
Capsules, 150 mg.

We acknowledge receipt of your March 19, 2014, correspondence, on March 19, 2014, notifying 
us that you are withdrawing your request for a review of the proposed proprietary name   
This proposed proprietary name request is considered withdrawn as of March 19, 2014.  

We note that you have submitted a new request for proprietary name in your submission dated 
March 19, 2014.  

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Kevin Wright, Pharm.D., Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-3621. For any other 
information regarding this application, contact Karen Boyd, Regulatory Project Manager, in the 
Office of New Drugs at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Kevin Wright, Pharm.D.
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3477506

(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/
----------------------------------------------------

KEVIN WRIGHT
03/26/2014

Reference ID: 3477506



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
MID-CYCLE COMMUNICATION

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ceritinib capsules, 150 mg.  

We also refer to the teleconference between representatives of your firm and the FDA on March 
7, 2014.  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 me at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Karen C. Boyd, M.S.
Senior Regulatory Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Enclosure:
Mid-Cycle Communication

Reference ID: 3477399





NDA 205755 
Mid-Cycle Communication

Page 2

Ben Cheng, M.D., Brand Safety Leader
Nassir Habboubi, M.D., VP, US Clinical Development and Medical Affairs
Margarida Geraldes, Ph.D., Director, Biostatistics
Yvonne Lau, Ph.D., Senior Fellow, Oncology Clinical Pharmacology
Frank Grande, Associate Director, Global Regulatory Chemistry, Manufacturing, and Controls
Erika Zannou, Ph.D., TRD Franchise Head Oncology
Anne Frederick, Ph.D., Executive Director, Global Program Regulatory Director
Nina Gutman, Pharm.D., Senior Associate Director, Drug Regulatory Affairs

NOTE:  The meeting agenda topics were provided to Novartis on March 6, 2014, to facilitate 
discussion.

1.0 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.

2.0 SIGNIFICANT ISSUES 

Clinical/Statistics:
1. A potential acute pancreatitis signal is under investigation and may be included in section 

6 of the product labeling.

DISCUSSION DURING THE MEETING:  Novartis submitted a response to an FDA 
information request regarding this issue, and asked if it was clear or if they needed to 
provide any additional information.  FDA responded that Novartis’ response to the 
information request was under review and no further information was needed at this time.  

2. Potential postmarketing studies are under consideration to evaluate the food effect of 
ceritinib.  

DISCUSSION DURING THE MEETING:  Novartis asked if FDA could expand on 
this potential postmarketing study.  FDA expressed concern that some treating 
oncologists may reduce the dose of ceritinib to potentially alleviate the GI toxicity issues.  
The correct dose reduction while still maintaining efficacy is unknown.  FDA is looking 
into the possibility of a postmarketing study to further understand if lower doses of 
ceritinib with food will decrease the GI toxicities while maintaining efficacy and 
exposure.    
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Mid-Cycle Communication
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CMC 
Drug Substance:
3. Potential genotoxic impurity with is under investigation.  
4. FDA needs updated stability data from the batches manufactured using the .
5. Drug substance specifications (acceptance criteria) are missing for particle size, 

CMC Drug Product:
6. DMF:  FDA needs specific information for the container/closure system (e.g.  pages and 

volumes of each DMF).
7. FDA needs further information on the proposed storage condition for the drug product: 

Stored 25 °C (77 °F) in tight container. 
8. FDA needs further information on the proposed shelf life of months.

i. The shelf life may be extended as additional data becomes available.

DISCUSSION DURING THE MEETING (CMC Drug Substance and Drug Product 
issues 3-8):  Novartis acknowledged receipt of the CMC information requests and plans
to submit a response to most of the items according to the provided timeline.  However, 
they plan to submit their response to the stability data request, to support the proposed  
month shelf life, in May 2014 and asked if this timing would be acceptable.  FDA 
responded that they could not make a determination without reviewing the documents.  
Once Novartis submits the documents, then FDA can make a determination.  

Biopharmaceuticals:
9. Novartis’s justification for the proposed dissolution acceptance criterion is not based on 

multipoint release and stability data.

DISCUSSION DURING THE MEETING:  FDA stated that justification for the 
proposed dissolution acceptance criterion is not based on multipoint release and stability 
data.  Novartis plans to submit multipoint dissolution data on three registration batches at 
the 9-month pull point by the end of March or early April 2014.  FDA is trying to 
determine if there will be sufficient time to review this data without impacting internal 
timelines.   

Nonclinical:
10. No significant review issues at this time, assuming that Novartis satisfactorily addresses 

the March 4, 2014, and March 6, 2014, nonclinical and CMC information requests.   

DISCUSSION DURING THE MEETING:  No further discussion occurred during the 
meeting.

Clinical Pharmacology:
11. Potential postmarketing studies are under consideration (i.e. to evaluate the effect of 

hepatic impairment and gastric acid reducing agents on the pharmacokinetics of ceritinib 
and to evaluate the effect of ceritinib on the pharmacokinetics of CYP3A4 and CYP2C9 
sensitive substrates). 
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DISCUSSION DURING THE MEETING:  Novartis asked if FDA could expand on 
the potential acid reducing agent postmarketing study.  Novartis stated that population 
pharmacokinetic (PK) analysis showed similar exposures in patients with and without 
acid reducing agents.  FDA stated that the population PK analysis does not take the time 
course of acid reducing agent co-administration into consideration.  Furthermore, the 
population PK analysis also showed a decreased absorption rate constant when ceritinib 
was concomitantly administered with proton pump inhibitors (PPI) and H2-receptor 
antagonists (H2RA), which signaled that ceritinib bioavailability may also be affected by 
acid reducing agents such as PPIs and H2RAs.  Therefore, FDA recommended a 
postmarketing study to evaluate the magnitude of effect of acid reducing agents on the 
PK of ceritinib.    

3.0 INFORMATION REQUESTS

The following information requests (reproduced below) are outstanding as of March 7, 2014: 
information requests made on February 27, March 4 (2), and March 6, 2014 (2). Novartis should
submit the requested information per the requested timeline as stated in the information requests.

CMC Drug Product (DP) (Information Request sent 2/27/14, due 3/11/14):
12. Clarify if the  is a critical step or not and whether it is within the

validated range. Provide scientific reasons or justification if the step is not considered to
be a critical step.

13. Propose acceptance criteria for  in the DP specification and provide updated
DP specification.

14. In the section 3.2.P.8.1, specify the capsule counts in the HDPE bottle and the size of the
HDPE bottle in both tables 2-1 and 3-1.

15. Provide initial stability starting date for both supportive and registration batches.

16. For the test of “Mean mass of contents” in the drug product specification, provide the
range using % of the target weight as well as the weight range in mg.

17. Confirm the batches used in the supportive stability studies are same as the batches
placed in the registration stability studies because it is unclear in the submission when
you only mentioned that “These two clinical batches are representative of the registration
stability batches and the commercial product.” If yes, provide information such as
manufacturing process, capsule shell used including type, color, size, etc.

18. Provide any updated stability data for both supportive stability and registration stability
batches when they become available (e.g. at 12 month test point).

19. In the tables 3-4 and 3-6 of the section of 3.2.P.8.1 (supportive stability studies batch #
AEUS/2011-0076, AEUS/2012-0023), clarify if the qualified impurities at 

 are from process impurities of drug substance since the same impurities are not
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 205755
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936

ATTENTION: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) dated and received December 24, 2013, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ceritinib 
Capsules, 150 mg.

We also refer to your March 19, 2014, correspondence, received March 19, 2014, requesting 
review of your proposed proprietary name, Zykadia. We have completed our review of the 
proposed proprietary name, Zykadia and have concluded that it is acceptable. 

If any of the proposed product characteristics as stated in your March 19, 2014, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Kevin Wright, Pharm.D., Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-3621. For any other 
information regarding this application, contact Karen Boyd, Regulatory Project Manager, in the 
Office of New Drugs at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, March 21, 2014 7:03 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Draft Proposed Labeling
Attachments: NDA_205755_Draft_label_to_Sponsor_3_21_14.docx

Importance: High

Hi Nina, 
 
Attached is FDA’s draft proposed labeling for NDA 205755.   Our changes are tracked and we also inserted some 
comments.  Please respond to all of our comments in the label and use tracked changes to record any edits to the 
label.  In areas of the label that you agree with FDA’s proposed edits, please accept the tracked change to aid in 
reviewability.  Please note:  all of our changes are based on the updated label that you submitted through the gateway 
on 2/21/14.   
 
Please send us back an updated tracked changes version of the label in WORD format via email by noon EST on 
Thursday, March 27, 2014, followed by a formal amendment to the NDA.   
 
If you have any questions, please let me know. 
 
Please confirm receipt of this email. 
   
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Forward these materials via express or overnight mail to:

Food and Drug Administration
Division of Pharmaceutical Analysis
Attn: MVP Sample Custodian
645 S Newstead
St. Louis, MO  63110

Please notify me upon receipt of this FAX.  You may contact me by telephone (314-539-3815), 
FAX (314-539-2113), or email (michael.trehy@fda.hhs.gov).

Sincerely,

{See appended electronic signature page}

Michael L. Trehy, Ph.D.
MVP coordinator
Division of Pharmaceutical Analysis
Office of Testing and Research
Office of Pharmaceutical Science
Center for Drug Evaluation and Research
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Wright, Kevin

From: Gutman, Nina <nina.gutman@novartis.com>
Sent: Monday, March 17, 2014 11:06 AM
To: Wright, Kevin
Cc: Kang, Sue
Subject: RE: NDA 205755 - Proprietary name submission

Dear Dr. Wright,  
 
Thank you very much for your email and for the feedback.  Novartis will assess the feedback and will follow‐up as soon 
as possible.  
 
Best regards,  
Nina 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Monday, March 17, 2014 10:15 AM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the Federal Food, 
Drug, and Cosmetic Act for Ceritinib Capsules, 150 mg.   
 
We also refer to your correspondence dated and received February 6, 2014, requesting review of your proposed 
proprietary name,  
 
The proposed proprietary name,  was misinterpreted as  in the FDA Prescription Simulation 
Study (written study).  We are concerned this misinterpretation may be indicative of name confusion that would 
occur if the proposed name were to be allowed in the marketplace.  This type of finding generally serves as the 
basis of rejecting a proposed name. 
 
Since your product has been granted breakthrough designation, as a courtesy, we have conducted a preliminary 
analysis of your alternate name Zykadia.  Our preliminary assessment of the alternate name Zykadia did not 
identify any potential risk of name confusion.  Therefore, in the interest of time, we recommend you consider 
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amending your Request for Proprietary Name Review to indicate Zykadia as your primary proposed proprietary 
name.   
 
Best regards, 
 
 
Kevin Wright, PharmD  
Safety Evaluator | DMEPA | OMEPRM | OSE | CDER | FDA | 301.796.3621 |kevin.wright@fda.hhs.gov  
 Thinking green when printing  
 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Monday, March 17, 2014 10:09 AM 
To: Wright, Kevin 
Subject: RE: NDA 205755 - Proprietary name submission 
 
Hello Dr. Wright,  
 
I hope that this email finds you well.  
 
Would you be able to kindly provide a status update on the 3 proposed proprietary names that were submitted for 
ceritinib?  
 
Thank you very much for your time and consideration.  
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Gutman, Nina  
Sent: Wednesday, February 05, 2014 1:37 PM 
To: 'Kevin.Wright@fda.hhs.gov' 
Cc: 'Sue.Kang@fda.hhs.gov' 
Subject: RE: NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
As promised, attached please find a request for FDA to review the following proposed proprietary names for ceritinib (in 
order of preference): 

 Primary:  ™ 

 Alternate 1: ZYKADIA™ 

 Alternate 2:   
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
INFORMATION REQUEST

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ceritinib capsules, 150 mg.

We also refer to your original NDA submission.

We are reviewing the Quality section of your submission and have the following comments and 
information requests.  We request a written response by March 18, 2014, in order to continue our 
evaluation of your NDA.

1. In section 3.2.P.3.4, you describe the  

 

 

 Please provide the following:

2.

3. Your response provided is not acceptable.  
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If you have any questions, please contact Jewell Martin, Regulatory Project Manager, at 
(301) 796-2072.

Sincerely,

{See appended electronic signature page}

Ali H. Al Hakim, PhD
Branch Chief, Branch II
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research=
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, March 14, 2014 5:23 PM
To: 'Gutman, Nina'
Subject: NDA 205755: Clinical Information Request

Importance: High

Hi Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling submission 
regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical information request via email by noon EST on Thursday, March 20, 
2014, followed by a formal submission to your NDA. 
 

 Please provide information on Novartis’ plans to investigate the safety and efficacy of LDK378 in non-
small cell lung cancer patients whose tumors have ROS1 mutations.  

 
If you have any questions, please let me know. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 

Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301-796-7032 
Fax:  301-796-9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, March 14, 2014 5:20 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Clinical Information Request

Hi Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling submission 
regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical information request via email by COB EST on Tuesday, March 18, 
2014, followed by a formal submission to your NDA. 
 
Please preform a risk ratio analysis of the incidence of hyperglycemia (glucose greater than 250 mg/dL based 
on laboratory values) in the following cohorts of patients in study X2101 treated at 750mg of LDK378: 

 Patients on glucocorticoids versus all others 
 Patients with a history of diabetes at baseline versus all others 
 Patients with hyperglycemia (glucose above 160 mg/dL) at baseline versus all others 
 Patients with hyperglycemia (glucose above 200 mg/dL) at baseline versus all others 

 
If you have any questions, please let me know. 
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301-796-7032 
Fax:  301-796-9849 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring MD  20993

IND 109272
NDA 205755

PROPRIETARY NAME REQUEST
WITHDRAWN

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936

ATTENTION: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs

Dear Dr. Gutman:

Please refer to:
 Your Investigational New Drug Application (IND) submitted under section 505(i) of the 

Federal Food, Drug, and Cosmetic Act for Ceritinib Capsules, 150 mg
 Your New Drug Application (NDA) dated and received November 27, 2013, submitted 

under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ceritinib Capsules, 
150 mg

We acknowledge receipt of your January 29, 2014, correspondence, received on January 29, 
2014, notifying us that you are withdrawing your request for a review of the proposed 
proprietary name   This proposed proprietary name request is considered withdrawn as of 
January 29, 2014.  

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Kevin Wright, Pharm.D., Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-3621. For any other 
information regarding this application, contact Karen Boyd, MS, Regulatory Project Manager in 
the Office of New Drugs (OND) at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Kevin Wright, Pharm.D.
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Boyd, Karen

From: Boyd, Karen
Sent: Wednesday, March 12, 2014 2:15 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  3/14/14 Teleconference: Questions to Address

Hi Nina, 
 
FDA requests that your 10 minute presentation at this Friday’s potential PMC/PMR teleconference discussing the food 
effect on ceritinib includes answers to the following questions.  As discussed, please send me a draft of your slides 
addressing these questions by COB tomorrow, March 13, 2014.    
 
1. There are reports that patients have been treated with 600 mg with food to alleviate GI AEs, which may lead to 

confusion regarding how to appropriately dose ceritinib.  How do you plan to address this dosing issue?   

2. We received the protocol amendment for Study  that proposes to include a new cohort to evaluate 

the effect of a   on the pharmacokinetics of ceritinib in healthy subjects.  

a. What is the overall development goal of this study? 

b. How would this study address the issue of administering ceritinib with food to improve GI tolerability in 

patients? 

c. If patients mistakenly took 750 mg with a regular meal, they would likely experience serious AEs.  How would 

you address this possibility? 

3.   

If you have any questions, please let me know. 

Please confirm receipt. 

Thanks, 

Karen 

 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Monday, March 10, 2014 3:31 PM
To: 'Gutman, Nina'
Cc: Frederick, Anne
Subject: RE: NDA 205755:  Clinical Pharmacology Information Request

Importance: High

Hi Nina and Anne, 
 
Here is our response to your proposal received via email on 3/7/14, in response to our 3/6/14 clinical pharmacology 
information request regarding the trial to assess the impact of gastric acid reducing agents on the PK of ceritinib:    
 
FDA does not agree with your proposal. Given numerous confounding factors, population pharmacokinetic analyses with 
acid reducing agents as time independent covariates cannot adequately address our concern on the impact of 
coadministration of acid reducing agents on the pharmacokinetics of ceritinib, and cannot provide accurate information 
on how to dose ceritinib with regard to acid reducing agents. FDA recommends a dedicated drug‐drug interaction study 
to evaluate the impact of acid reducing agents on the pharmacokinetics of ceritinib and to allow for a determination on 
how to dose ceritinib with regard to acid reducing agents. 
 
If you have any questions, please let me know. 
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Friday, March 07, 2014 4:54 PM 
To: Boyd, Karen 
Cc: Frederick, Anne 
Subject: RE: NDA 205755: Clinical Pharmacology Information Request 
 
Hi Karen,  
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I am writing to follow‐up on yesterday’s clinical pharmacology information request regarding the trial to assess the 
impact of gastric acid reducing agents on the PK of ceritinib as well as our discussion this morning.  
 
As per the feedback provided by FDA during today’s mid‐cycle teleconference, Novartis understands that the current 
population PK analysis is not sufficient to assess the impact of gastric acid reducing agents on the population PK 
parameters because the model did not take the time course of the gastric acid reducing agents into consideration.  To 
address FDA’s concern, Novartis proposes to code the gastric acid reducing agents as time independent covariates, 
coded as 1 if the comedication is used by the patient during 80% of the ceritinib treatment period or 0 for the patient 
otherwise. Since most gastric acid reducing agents are given as daily treatment and the effects of PPIs on gastric pH are 
long‐acting, the approach described above should be sufficient to capture the effect of gastric acid reducing agents on 
the PK parameters of ceritinib.  We believe that this addresses FDA’s concern about not capturing the treatment 
duration of the concomitant medication. 
 
Can you please follow‐up with your team and let us know if our proposal is acceptable?  We would very much appreciate 
your input by close of day Monday, 10‐Mar‐2014 (if possible).  
 
Thanks in advance!  
 
Best regards,  
Nina 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell          
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Boyd, Karen [mailto:Karen.Boyd@fda.hhs.gov]  
Sent: Thursday, March 06, 2014 2:24 PM 
To: Gutman, Nina 
Subject: NDA 205755: Clinical Pharmacology Information Request 
Importance: High 
 
Hi Nina, 
 
Please see attached for a clinical pharmacology information request for NDA 205755.   
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
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Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
INFORMATION REQUEST

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ceritinib capsules, 150 mg.

We also refer to your original NDA submission.

We are reviewing the Quality section of your submission and have the following comments and 
information requests.  We request a written response by March 12, 2014, in order to continue our 
evaluation of your NDA.

1. Provide the specifications and test methods for the bottles and caps.

2. Include resolution in the system suitability criteria for the analytical procedure for 
impurities in the drug product or provide justification for not including it.

3. As indicated in the submission the color of capsule shell used in the registration stability 
is opaque blue cap with white body.  However, Tables 3-4, 3-5 and 3-6 in the 
“Registration Stability Report – Data tables”in the section P.8.3. describe the color of 
capsule shell is (cap and body).  Please clarify the discrepancy.

4. Provide the comparison table of supporting stability and registration stability in terms of 
packaging, protocols, formulation (e.g. capsule shell size, color), etc.

5. Your application references DMF for gelatin capsules. However, your application 
should specify the type of gelatin capsules used. Further, your LOA should include 
specific reference to where the supporting information in DMF can be found (e.g., 
dates of submission, volume, page as appropriate). 
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6. Your application references DMF for HDPE bottle. However, your application
should specify the type of HDPE bottle used. Further, your LOA should include specific 
reference to where the supporting information in DMF can be found (e.g., dates of 
submission, volume, page as appropriate).

7. Your application references DMF for HDPE bottle. However, your application 
should specify the type of HDPE bottle used. Further, your LOA should include specific 
reference to where the supporting information in DMF can be found (e.g., dates of 
submission, volume, page as appropriate).

8. Your application references DMF  for information. Your 
LOA should include specific reference to where the supporting information in DMF  
can be found (e.g., dates of submission, volume, page as appropriate).

9. Your application references DMF for information. Your 
LOA should include specific reference to where the supporting information in DMF
can be found (e.g., dates of submission, volume, page as appropriate).

10. Your application references DMF for  information. Your LOA should 
include specific reference to where the supporting information in DMF can be found 
(e.g., dates of submission, volume, page as appropriate).

If you have any questions, please contact Jewell Martin, Regulatory Project Manager, at 
(301) 796-2072.

Sincerely,

{See appended electronic signature page}

Ali H. Al Hakim, PhD
Branch Chief, Branch II
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Ruby Leong, Ph.D., Clinical Pharmacology Reviewer, OCP/DCPV
Pengfei Song, Ph.D., Pharmacometrics Reviewer, OCP/DCPV
Qi Liu, Pharmacometrics Team Leader, OCP/DCPV  

APPLICANT ATTENDEES
Margaret Dugan, M.D., Senior VP, Global Program Head
Andrea Kay, M.D., VP, Senior Global Clinical Program Head
Andrew Joe, M.D., Senior Global Clinical Leader
Alicia Rossiter, M.D., FCP, Executive Director / Group Head, Integrated Medical Safety
Ben Cheng, M.D., Brand Safety Lead
Nassir Habboubi, M.D., VP, US Clinical Development and Medical Affairs
Margarida Geraldes, Ph.D., Director, Biostatistics
Yvonne Lau, PhD, Senior Fellow, Oncology Clinical Pharmacology
Frank Grande, Associate Director, Global Regulatory Chemistry, Manufacturing, and Controls
Nanxin Li, PhD, Associate Director, Drug Discovery 
Shanthi Ganeshan, Ph.D., VP, North America Region Head, Drug Regulatory Affairs
Anne Frederick, Ph.D., Executive Director, Global Program Regulatory Director
Nina Gutman, Pharm.D., Senior Associate Director, Drug Regulatory Affairs

1. Introductions

2. Introductory Comments 

3. Significant Review Issues

Clinical/Statistics:
a. Potential acute pancreatitis signal is under investigation and may be included in 

section 6 of the product labeling.

b. Potential postmarketing studies are under consideration to evaluate the food effect 
of ceritinib.  

CMC Drug Substance:
c. Potential genotoxic impurity with .  

d. Need updated stability data from the batches manufactured using the 

e. Drug substance specifications (acceptance criteria) are missing for particle size, 
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CMC Drug Product:
f. DMF:  Need specific information for the container/closure system (e.g.  pages and 

volumes of each DMF)

g. The proposed storage condition for drug product: Stored 25 °C (77 °F) in tight 
container.  

h. The proposed shelf life:  months.
i. The shelf life may be extended as additional data becomes available.

Biopharmaceuticals:
i. Justification for the proposed dissolution acceptance criterion is not based on 

multipoint release and stability data.

Nonclinical:
j. No significant review issues at this time, assuming that Novartis satisfactorily 

addresses the March 4, 2014 Nonclinical and CMC Information request.   

Clinical Pharmacology:
k. Potential postmarketing studies are under consideration (e.g., to evaluate the effect 

of hepatic impairment and gastric acid reducing agents on the pharmacokinetics of 
ceritinib and to evaluate the effect of ceritinib on the pharmacokinetics of 
CYP3A4 and CYP2C9 sensitive substrates). 

4. Information Requests

The following information requests are outstanding as of today: information requests made on 
February 27, March 4, 2014 (2), and March 6, 2014. Please submit the requested information per 
the requested timeline as stated in the information requests.

CMC Drug Product (DP) (Information Request sent 2/27/14, due 3/11/14):
a. Clarify if the  is a critical step or not and whether it is within the

validated range. Provide scientific reasons or justification if the step is not 
considered to be a critical step.

b. Propose acceptance criteria for  in the DP specification and provide 
updated DP specification.

c. In the section 3.2.P.8.1, specify the capsule counts in the HDPE bottle and the size 
of the HDPE bottle in both tables 2-1 and 3-1.

d. Provide initial stability starting date for both supportive and registration batches.
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7. Proposed Date for Late-Cycle Meeting/Other Projected Milestones  
The proposed date for the late cycle meeting is March 28, 2014, from 12:00 pm-1:00 pm.
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 6, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Pharmacology Information Request  

  

______________________________________________________________________________ 
 
Hi Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical pharmacology information request via email by COB 
EST on March 13, 2014, followed by a formal submission to your NDA. 
 
• Given that ceritinib demonstrates pH-dependent solubility in vitro and becomes poorly 

soluble as pH increases, coadministration of gastric acid reducing agents may increase 
gastrointestinal pH and affect the pharmacokinetics of ceritinib. Please propose 
postmarketing requirement (PMR) language and provide milestone timelines for 
completion of a clinical trial to evaluate if gastric acid reducing agents (e.g., proton pump 
inhibitors, H2-receptor antagonists, antacids) alter the bioavailability of ceritinib. 

 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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Boyd, Karen

From: Boyd, Karen
Sent: Tuesday, March 04, 2014 4:42 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Nonclinical/CMC Information Request

Importance: High

Hi Nina, 
 
Please see below for a non‐clinical and CMC information request for NDA 205755:   
 

1.  You have indicated that batch #0850001 used for Study 0970057‐01 qualified impurities   at 
% and  % respectively. This study was an exploratory non‐GLP study, and cannot be used for 

qualification purposes. This same batch was used for Study 0970416 which was GLP compliant.  Please confirm 
that the impurity levels documented for impurities   were identical when administered to 
animals in both studies. 
 

2. Please confirm that   is impurity # . 
 

3. You have indicated that the Ames assay (Study 0970421) documented 7 potential genotoxic compounds which 
were later found to be below   with the exception of the . Please 
document where these data for the specific genotoxic compounds are located in Study #0970421. 

 
Please respond to this request via email by COB Friday, March 7, 2014, followed by a formal submission to your NDA.   
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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Boyd, Karen

From: Boyd, Karen
Sent: Tuesday, March 04, 2014 4:44 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Clinical Information Request

Hi Nina, 
 
Please see below for a clinical information request for NDA 205755:   
 

1. Please provide a summary of any cardiac assessments (including the results of echocardiography and ECGs) in 
patients who experienced edema (particularly lower extremity edema) in study X2101.  

 
Please respond to this request via email by COB Friday, March 7, 2014, followed by a formal submission to your NDA.   
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
INFORMATION REQUEST

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ceritinib capsules, 150 mg.

We also refer to your original NDA submission.

We are reviewing the Quality section of your submission and have the following comments and 
information requests.  We request a written response by March 11, 2014, in order to continue our 
evaluation of your NDA.

Drug Product (DP):

1. Clarify if the  is a critical step or not and whether it is within the 
validated range. Provide scientific reasons or justification if the step is not considered to 
be a critical step. 

2. Propose acceptance criteria for  in the DP specification and provide updated 
DP specification.

3. In the section 3.2.P.8.1, specify the capsule counts in the HDPE bottle and the size of the 
HDPE bottle in both tables 2-1 and 3-1.

4. Provide initial stability starting date for both supportive and registration batches.

5. For the test of “Mean mass of contents” in the drug product specification, provide the 
range using % of the target weight as well as the weight range in mg. 

6. Confirm the batches used in the supportive stability studies are same as the batches 
placed in the registration stability studies because it is unclear in the submission when 
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Sincerely,

{See appended electronic signature page}

Ali H. Al Hakim, PhD
Branch Chief, Branch II
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 24, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  CMC/Microbiology Information Request 

  

______________________________________________________________________________ 
 
Dear Dr. Gutman, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755. 
 
Please respond to the following CMC/Microbiology information request by COB EST Monday, 
March 3, 2014, followed by a formal submission to the NDA: 
 
 Please submit a revised specification that reflects the  testing for 

microbial enumeration studies.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3459598
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, February 21, 2014 5:00 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Clinical Information Request

Importance: High

Hi Dr. Gutman, 
 
Please see below for a clinical information request for NDA 205755.  Please respond via email to Karen Boyd by noon 
EST on Monday, February 24, 2014, followed a formal submission to the NDA. 
 

1. The following patients treated at all dose levels had AE’s leading to discontinuation (study X2101, dataset AAEV) 
n= 29. Table 1‐2 of the safety update (page 18) says 26 patients. Explain the discrepancy.  

 
 

2. The following patients treated at 750mg had AE’s leading to discontinuation (study X2101, dataset AAEV) n= 26. 
Table 1‐2 of the safety update (page 18) says 24 patients. Explain the discrepancy.  
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If you have any questions, please let me know. 
 
Please confirm receipt. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) dated December 24, 2013, received 
December 24, 2013, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act (FDCA), for ceritinib capsules, 150 mg.

We also refer to your presubmissions dated November 27, 2013, and December 12, 2013, and 
your NDA amendments dated January 8, January 24, January 29, February 3,  February 5, 
February 10 (2), February 12, February 14 (2), February 18 (2), February 19, February 20 (2), 
and February 21, 2014.

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.  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 . 
Therefore, the user fee goal date is August 24, 2014.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests as early as 
March 24, 2014, but no later than May 27, 2014.  In addition, the planned date for our internal 
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mid-cycle review meeting is February 25, 2014.  We are not currently planning to hold an 
advisory committee meeting to discuss this application. 

During our filing review of your application, we identified potential review issues as 
communicated to you via electronic mail (email) information requests dated January 3, January 
17, January 22 (2), January 29, February 5, February 7, February 11, February 13, February 14, 
February 18 (2), February 20, and February 21, 2014.  The following information requests are 
outstanding as of today:  information requests made on February 7, February 11, February 18, 
February 20, and February 21, 2014.  Please submit the requested information per the requested
timeline as stated in the information requests.  

In addition, we are providing the following additional potential review issues that have not been 
previously communicated:  

1. The NDA does not contain the expected proposed postmarketing requirement (PMR), 
including milestones (e.g., study completion date, submission of final study report), for 
completion of the hepatic impairment study CLDK378A2110 as agreed to during the 
November 22, 2013 pre-NDA meeting. Please submit the proposed PMR to the NDA.   

2. The Form 3674 included in the NDA was not signed by the authorized sponsor 
representative, Dr. Yanina Gutman.  Resubmit the Form 3674 signed by Dr. Gutman. 

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

In addition, we informed you on January 31, 2014 of specific instances where you failed to 
comply with FDA Guidances for content and format of product labeling.  We acknowledge 
receipt of revised labeling formally submitted to the NDA on February 21, 2014.  The revised 
labeling will be used as the basis for further labeling discussions.

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

PROMOTIONAL MATERIAL

We will review this application under the provisions of 21 CFR 314 Subpart H – Accelerated 
Approval of New Drugs for Serious or Life-Threatening Illnesses.  Unless we otherwise inform 
you, as required by 21 CFR 314.550, you must submit during the preapproval review period 
copies of all promotional materials, including promotional labeling and advertisements, intended 
for dissemination or publication within 120 days following marketing approval (i.e., your launch 
campaign).   During the preapproval review period, please submit, in triplicate, a detailed cover 
letter (list each proposed promotional piece in the cover letter along with the material type and 
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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 (as 
applicable).  Submit consumer-directed, professional-directed, and television advertisement 
materials separately and send each submission to:

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

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

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

REQUIRED PEDIATRIC ASSESSMENTS 

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

Because the drug for this indication has orphan drug designation, you are exempt from this 
requirement.

If you have any questions, call Ms. Karen Boyd, Senior Regulatory Project Manager, at 
(301) 796-7032.

Sincerely,

{See appended electronic signature page}

Patricia Keegan, M.D.
Director
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Enclosure(s):
Appendix of outstanding information requests:
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Information request sent February 7, 2014; response requested February 25, 2014: 

1. Conduct the following exposure-response analyses using the updated datasets that you 
plan to submit for “Safety and Efficacy Update” on February 25, 2014.  Please submit
the results with relevant datasets, data define file, and programs along with your planned 
“Safety and Efficacy Update” to your NDA. Please use two exposure datasets in all of the 
following analyses: 1) Updated average Ctrough, ss observed at dose level of 750 mg; and 2) 
Population PK post hoc estimates of Ctrough, ss (e.g., at Day 1 of Cycle 2) at all dose levels 
from 50 mg to 750 mg.

a. Conduct multivariable step-wise logistic regression analyses to select significant
covariates besides exposure and evaluate their impacts on ORR. If time allows, 
please also update your analyses for Figures 3-2 through 3-6 for individual AEs.

b. Conduct analyses to evaluate the relationship between exposure and each of the 
following dose changes: reduction, delay, and discontinuation.

c. Conduct analyses to evaluate the relationship between exposure and Grade 3 or 
above AEs.

d. Conduct survival analyses to evaluate the relationship between exposure (by 
quartiles) and each of the following endpoints: PFS, and time to the first dose 
change.

e. Evaluate the relationship between exposure (by quartiles) and time to response, 
and duration of response in responders.

Information request sent February 11, 2014; response requested February 18, 2014 (new due date 
of February 21, 2014 for part 1 (below) okayed by Karen Boyd, FDA received Part 2 and 3 on 
February 18, 2014): 

2. Based on the updated safety datasets with a cut-off date of October 31, 2013, patients in
Table-1 exhibited features suggestive of acute pancreatitis, including gastrointestinal
symptoms with amylase and/or lipase elevations. Please perform an assessment of the
association between the use of LDK378 and acute pancreatitis using the updated safety
database with the cut-off date of October 31, 2013. As part of this assessment, include
information regarding challenge-de-challenge-re-challenge, imaging, laboratory, and
clinical parameters in addition to concomitant medications and other pertinent variables.

Table 1. Patients in CLDK378X2101 with features suggestive of acute pancreatitis 
0041_90020

0061_90001

0061_90002

0061_90098

0061_90142

0062_90003

0081_00108

0081_90138
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0121_00009

0141_90035

0161_90060

0175_90020

0175_90029

0201_00008

0201_90011

0201_90025

0201_90063

0501_90001

0502_00006

0502_90015

0502_90016

0502_90029

0504_00023

0504_00025

0504_90037

0504_90044

0504_90045

0504_90048

0504_90050

0504_90057

0504_90066

0504_90078

0505_90039

0505_90049

0505_90051

0506_90012

0506_90015

0507_00008

Information request sent February 18, 2014; response requested February 28, 2014: 

3. The clinical batches of your proposed drug product were manufactured at two
manufacturing sites in Switzerland and the United States. Submit to the NDA,
comparative dissolution data of representative batches from the two sites demonstrating
similarity in dissolution profiles between the two manufacturing sites.

4. The dissolution data from stability samples are reported for only the proposed
specification time point of min. Please submit the complete dissolution profile data for
the clinical and registration batches, i.e., report the data at all sampling time points. In the
event that only the min time point results were recorded, please collect and provide the 
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, February 21, 2014 12:36 PM
To: 'Gutman, Nina'
Subject: NDA 205755:  Clinical Information Request

Importance: High

Hi Nina, 
 
Please see below for a clinical information request for NDA 205755.   
 
In the updated summary of clinical safety (page 10), it says “in Study X2101, a total of 45 (14.8%) on‐treatment deaths 
were reported” but in dataset ACMPDTH there are 49 on treatment deaths listed. Please explain the discrepancy.  
 
Please submit a response via email by COB today (February 21, 2014), followed by a formal submission to the NDA. 
 
Please confirm receipt.   
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
 

Reference ID: 3458481



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

KAREN C BOYD
02/21/2014

Reference ID: 3458481



1

Boyd, Karen

From: Boyd, Karen
Sent: Thursday, February 20, 2014 10:35 AM
To: 'Gutman, Nina'
Subject: NDA 205755:  Information Request

Importance: High

Hi Nina, 
 
Is ceritinib an approved USAN name?   
 
Please submit your response ASAP via email followed by a formal submission to the NDA. 
 
Please confirm receipt.  
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 18, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Pharmacology Information Request  

  

______________________________________________________________________________ 
 
Dear Dr. Gutman, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical pharmacology information request: 
 
1. Derive exposure endpoint Css, average  for each individual in your study X2101. To 

calculate Css,average, please divide the individual average dose intensity by the oral 
clearance at steady state (CLss/F) that estimated for each individual in your final 
population PK model.   
a. Please submit the dataset containing subject identifier (SID1A), dose intensity 

(DOSINT1N) and population PK estimated CLss/F by noon EST on 
Wednesday, February 19, 2014.   

b. Please also conduct exposure-response analyses for efficacy endpoints using  
Css, average  and submit the results by COB EST on Monday, February 24, 2014.  

  
2. Evaluate the impact of dose reduction, dose delay, or occurrence of Grade 3+ AEs on the 

PFS in your study X2101, particularly at dose level of 750 mg.  Please submit your 
results and interpretations by COB EST on Monday, February 24, 2014.  

  
If you have any questions, please don’t hesitate to let me know. 
 
Thanks, 
Karen 

  
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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If you have any questions, please don’t hesitate to contact me. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3456009



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

KAREN C BOYD
02/18/2014

Reference ID: 3456009



1

Boyd, Karen

From: Jones, Karen
Sent: Friday, February 14, 2014 6:09 PM
To: nina.gutman@novartis.com
Cc: Boyd, Karen
Subject: Novartis NDA 205755 ceritinib NDA/Clinical Pharmacology

Hello Dr. Gutman, 
 
On behalf of Karen Boyd, please find below an information request from our clinical pharmacology team for NDA  
205755 for ceritinib: 
 
 

 Please refer to your responses to the FDA Information Request on February 13, 2014.   It is noted that the 
quartile with the highest systemic exposure tends to have the shortest duration of response (DOR) compared to 
other quartiles (Figure 2‐10).  In addition,  it is noted that the dose level of 750 mg appears to have the shortest 
duration of response (DOR) compared to other dose levels ranging from 400 mg to 700 mg. Please explore 
potential underlying reasons and provide a written response by COB on February 17, 2014.    
 

Please reply to confirm receipt of this request. 
Thank you. 
Karen 
 
Karen D. Jones 
Chief, Project Management Staff 
Division of Oncology Products 2  
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 Team meetings will occur monthly.
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Boyd, Karen

From: Boyd, Karen
Sent: Thursday, February 13, 2014 12:47 PM
To: 'Gutman, Nina'
Cc: 'anne.frederick@novartis.com'
Subject: NDA 205755:  Clinical Information Request

Importance: High

Hi Nina and Anne, 
 
In addition to our question on the completeness of dataset [arskdth], can you also explain the values for the [BORRSN] 
variable (see table below) in detail, in particular, 2, 4, 5?   
 
Please provide the answers to both of these questions via email as soon as possible, followed by a formal submission to 
the NDA. 
 
Please confirm receipt. 

 
BORRSN 
Code Value 
1 No valid post-baseline assessment

2 All post baseline assessments have overall response UNK

3 New anti neoplastic therapy started before first post-baseline assessment 
4 SD too early 
5 PD too late 

 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 11, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:   Clinical Information Request 

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755.  
 
Please respond to the following clinical information request via email to Karen Boyd 
(karen.boyd@fda.hhs.gov) by COB EST Tuesday, February 18, 2014, followed by a formal 
submission to your NDA. 
 
1. Based on the updated safety datasets with a cut-off date of October 31, 2013, patients in 

Table-1 exhibited features suggestive of acute pancreatitis, including gastrointestinal 
symptoms with amylase and/or lipase elevations. Please perform an assessment of the 
association between the use of LDK378 and acute pancreatitis using the updated safety 
database with the cut-off date of October 31, 2013. As part of this assessment, include 
information regarding challenge-de-challenge-re-challenge, imaging, laboratory, and 
clinical parameters in addition to concomitant medications and other pertinent variables.  

 
Table 1. Patients in CLDK378X2101 with features suggestive of acute pancreatitis  

0041_90020 
0061_90001 
0061_90002 
0061_90098 
0061_90142 
0062_90003 
0081_00108 
0081_90138 
0121_00009 
0141_90035 
0161_90060 
0175_90020 
0175_90029 
0201_00008 
0201_90011 
0201_90025 
0201_90063 
0501_90001 
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0502_00006 
0502_90015 
0502_90016 
0502_90029 
0504_00023 
0504_00025 
0504_90037 
0504_90044 
0504_90045 
0504_90048 
0504_90050 
0504_90057 
0504_90066 
0504_90078 
0505_90039 
0505_90049 
0505_90051 
0506_90012 
0506_90015 
0507_00008 

 
 

2. Provide narratives for the following patients who experienced convulsions: 
 0201_90017 
 0201_90035 
 0201_90044 

 
3. Using the updated efficacy database with the cut-off date of October 31, 2013, identify 

patients in CLDK378X2101 who progressed on LDK378 with CNS as the primary site of 
relapse. Submit a dataset with these patients (one row/patient) including core variables 
(e.g., age, race, study arm). 

 
If you have any questions, please don’t hesitate to let me know. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 7, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Pharmacology Information Request 

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755.  This information request seeks 
additional exposure-response evidence to support your proposed dosing regimen. 
 
Please conduct the following exposure-response analyses using the current datasets for safety, 
efficacy, and exposure.  Please submit the results with relevant datasets, data define file, and 
programs to the NDA by COB EST on Thursday, February 13, 2014.   

 
1. Conduct multivariable step-wise logistic regression analyses to select significant 

covariates besides exposure and evaluate their impacts on ORR.  

2. Conduct analyses to evaluate the relationship between exposure and Grade 3 or above 
AEs.  

3. Conduct analyses to evaluate the relationship between exposure and each of the 
following dose changes: reduction, delay, and discontinuation. 

4. Conduct survival analyses to evaluate the relationship between exposure (by quartiles) 
and each of the following endpoints: PFS, time to the first dose change. 

5. Evaluate the relationship between exposure (by quartiles) and time to response and 
duration of response in responders. 

 
In addition, please conduct the following exposure-response analyses using the updated datasets 
that you plan to submit for “Safety and Efficacy Update” on February 25, 2014. Please submit 
the results with relevant datasets, data define file, and programs along with your planned “Safety 
and Efficacy Update” to your NDA by COB EST on Tuesday, February 25, 2014.  Please use 
two exposure datasets in all of the following analyses: 1) Updated average Ctrough, ss observed 
at dose level of 750 mg; and 2) Population PK post hoc estimates of Ctrough, ss (e.g., at Day 1 
of Cycle 2) at all dose levels from 50 mg to 750 mg.   
 

1. Conduct multivariable step-wise logistic regression analyses to select significant 
covariates besides exposure and evaluate their impacts on ORR.  If time allows, please 
also update your analyses for Figures 3-2 through 3-6 for individual AEs.  

2. Conduct analyses to evaluate the relationship between exposure and each of the 
following dose changes: reduction, delay, and discontinuation. 
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3. Conduct analyses to evaluate the relationship between exposure and Grade 3 or above 
AEs.  

4. Conduct survival analyses to evaluate the relationship between exposure (by quartiles) 
and each of the following endpoints: PFS, and time to the first dose change. 

5. Evaluate the relationship between exposure (by quartiles) and time to response, and 
duration of response in responders. 

 

Please note that we encourage you to conduct and submit other relevant analyses besides the 
above requested analyses.  
 

If you have any questions, please let me know. 
 
Thanks, 
Karen 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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Best regards, 
 
Kevin Wright, PharmD 

Safety Regulatory Project Manager | OSE | CDER | FDA | 301.796.3621 |kevin.wright@fda.hhs.gov 

 Thinking green when printing 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PREDECISIONAL, PRIVILEGED, CONFIDENTIAL, 

AND PROTECTED FROM DISCLOSURE UNDER LAW.  

If you are not the named addressee, or if this message has been addressed to you in error, you 
are directed not to read, disclose, reproduce, disseminate, or otherwise use this transmission. 
If you have received this document in error, please immediately notify me by email or 
telephone.  
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Tuesday, February 04, 2014 9:58 AM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Given the abbreviated timelines for the review of the trade name, Novartis wants to better understand the Agency's 
approach on the following points to enable us to send the most appropriate names in the formal submission for a most 
meaningful evaluation:  

 Novartis would like to obtain initial feedback from DMEPA on two clones of   (  and  ) 

 Novartis would like to better understand the process and timelines for reviewing a proposed trade name that 
previously received conditional approval from DMEPA (specifically,   which received conditional approval on 
08‐Nov‐2013 for  ) 

 
We look forward to this morning’s discussion.  
 
Best regards,  
Nina 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Tuesday, February 04, 2014 8:05 AM 
To: Gutman, Nina 
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Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Good morning, please forward the questions Novartis would like to discuss during our teleconference. 
 
The attendees from the Agency include:   
 
Alice Tu, Pharm.D., Team Leader, Safety Evaluator 
Kevin Wright, Pharm.D., Safety Regulatory Project Manager 
Otto Townsend, Pharm.D., Safety Evaluator 
Sue Kang, MS, Team Leader, Safety Regulatory Project Manager (tentative) 
 
Best regards, 
 
Kevin Wright, PharmD 

Safety Regulatory Project Manager | OSE | CDER | FDA | 301.796.3621 |kevin.wright@fda.hhs.gov 

 Thinking green when printing 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PREDECISIONAL, PRIVILEGED, CONFIDENTIAL, 

AND PROTECTED FROM DISCLOSURE UNDER LAW.  

If you are not the named addressee, or if this message has been addressed to you in error, you 
are directed not to read, disclose, reproduce, disseminate, or otherwise use this transmission. 
If you have received this document in error, please immediately notify me by email or 
telephone.  
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Monday, February 03, 2014 4:49 PM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Can you please tell me who will be attending the meeting from FDA’s side tomorrow?  
 
Thanks in advance!  
 
Best regards,  
Nina 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
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nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Monday, February 03, 2014 10:38 AM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Thank you for confirming our teleconference.  We look forward to speaking with you and your team tomorrow.
 
Thanks, 
 
Kevin 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Monday, February 03, 2014 10:21 AM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Yes, my team is available tomorrow, 04‐Feb‐2014 at 10:30 AM.  Thank you so very much for accommodating the TC 
request on such short notice.  
 
The following individuals will attend the TC: 

 Margaret Dugan, MD, Senior Vice President, Global Program Head 

 Dorothy Linvill‐Neal, Global Head, Name Creation & Regulatory Strategy 

 Sudipta Rao, Sr. Trademark Attorney 

 Suman Shirodkar, MD, Global Disease Lead Lung 

 Shanthi Ganeshan, PhD, Vice President, North America Region Head, Drug Regulatory Affairs 

 Anne Frederick, PhD, Executive Director, Global Program Regulatory Director 

 Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs 
 
You can use the following call‐in information for the meeting: 
United States (toll free):   
Passcode:   
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
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Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Monday, February 03, 2014 9:44 AM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Good morning, the DMEPA team is available for a 30 minute teleconference on Tuesday, February 4 at 10:30 
am (EST).  Is your team available at this time? 
 
Best regards, 
 
Kevin Wright, PharmD 

Safety Regulatory Project Manager | OSE | CDER | FDA | 301.796.3621 |kevin.wright@fda.hhs.gov 

 Thinking green when printing 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PREDECISIONAL, PRIVILEGED, CONFIDENTIAL, 

AND PROTECTED FROM DISCLOSURE UNDER LAW.  

If you are not the named addressee, or if this message has been addressed to you in error, you 
are directed not to read, disclose, reproduce, disseminate, or otherwise use this transmission. 
If you have received this document in error, please immediately notify me by email or 
telephone.  
 

 
 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Sunday, February 02, 2014 9:37 PM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Novartis was informed by DOP2 last week that FDA plans to take action on our application in April 2014.  As such, I am 
writing to see if DMEPA would be able to accommodate a short teleconference with Novartis by Wednesday, 05‐Feb‐
2014 to discuss next steps pertaining to our proposed trade name submission.  Please let me know at your earliest 
convenience.  
 
Thanks in advance!  
 
Best regards,  
Nina  
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Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Wednesday, January 29, 2014 12:29 PM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Please find the meeting minutes from our January 27, 2014 teleconference attached.  You can officially submit 
a primary name and two alternate names.  Please list the alternate proprietary names in order of preference.  The 
team will begin to review your primary name and conduct a preliminary safety assessment for your alternate 
names. 
 
Thanks, 
 
Kevin Wright, PharmD 

Safety Regulatory Project Manager | OSE | CDER | FDA | 301.796.3621 |kevin.wright@fda.hhs.gov 

 Thinking green when printing 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PREDECISIONAL, PRIVILEGED, CONFIDENTIAL, 

AND PROTECTED FROM DISCLOSURE UNDER LAW.  

If you are not the named addressee, or if this message has been addressed to you in error, you 
are directed not to read, disclose, reproduce, disseminate, or otherwise use this transmission. 
If you have received this document in error, please immediately notify me by email or 
telephone.  
 

 
 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Wednesday, January 29, 2014 6:43 AM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
As requested, Novartis plans to send a letter to FDA today to withdraw the proposed proprietary name    The 
letter will be sent to NDA 205755 via Sequence No. 0006.  The letter is also attached to this email for your reference.  
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Also, thank you very much for your willingness to do a quick screen of a few proposed proprietary names.  We very 
much appreciate your flexibility.  
 
Given the abbreviated timelines, would it be possible for Novartis to submit 1 proposed and 2 alternate proprietary 
names officially for formal review by DMEPA (rather than for a quick screen)?  We would of course prioritize these 
names in our submission.  If so, would it be possible for DMEPA to screen all 3 names in parallel? 
 
Thanks in advance for your time and consideration.  
 
Best regards,  
Nina 
 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Monday, January 27, 2014 3:53 PM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
The letter can be addressed Kellie Taylor: 
 
Kellie A. Taylor, Pharm.D., MPH 
Deputy Director 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Monday, January 27, 2014 3:46 PM 
To: Wright, Kevin 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
Thanks for your speedy feedback and the very helpful information.  
 
Should we decide to withdraw the name   by 29‐Jan‐2014, to whom should we address the letter?  
 

Reference ID: 3449459
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Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Monday, January 27, 2014 3:18 PM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Good afternoon.  I spoke with the DMEPA review team regarding your request.  The team would like to 
conduct a Prescription Simulation Study on the proposed proprietary names. February 18 is the earliest the team 
would be able to provide you feedback on any of the proposed proprietary names (3). Also, I would encourage 
your team to consider submitting proprietary names that are sufficiently different from one another to help 
expedite the review process. 
 
Lastly, I would like to reiterate, the team would like for you to let us know by close of business Wednesday, 
January 29 of your decision to withdraw your request for proprietary name. 
 
Best regards, 
 
Kevin  
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Monday, January 27, 2014 11:12 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Thank you very much for the very informative teleconference today.  
 
During the call, DMEPA kindly agreed to do an initial scan of up to 3 names.  Can you please let me know how long it will 
take DMEPA to provide preliminary feedback on the 3 names?  I ask because we do not want to delay the official 
submission of the proposed trade name(s). 
 
Thanks in advance for your time and response.   
 
Best regards,  

Reference ID: 3449459
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Nina   
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Gutman, Nina  
Sent: Monday, January 27, 2014 8:49 AM 
To: 'Kevin.Wright@fda.hhs.gov' 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
I am just writing to confirm our meeting this morning at 10 AM.  
 
The following individuals will attend the meeting: 

 Margaret Dugan, MD, Senior Vice President, Global Program Head 

 Dorothy Linvill‐Neal, Global Head, Name Creation & Regulatory Strategy 

 Sudipta Rao, Sr. Trademark Attorney 

 Shanthi Ganeshan, PhD, Vice President, North America Region Head, Drug Regulatory Affairs 

 Anne Frederick, PhD, Executive Director, Global Program Regulatory Director 

 Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs 
 
You can use the following call‐in information for the meeting (this is the same number that I provided previously): 
United States (toll free):   
Passcode:   
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Gutman, Nina  
Sent: Tuesday, January 21, 2014 9:58 AM 

Reference ID: 3449459
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To: 'Kevin.Wright@fda.hhs.gov' 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
I am writing to confirm Novartis availability for a teleconference on Monday, 27‐Jan‐2014 at 10 AM.  
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Tuesday, January 21, 2014 9:53 AM 
To: Gutman, Nina 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Thank you for your help! 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Tuesday, January 21, 2014 9:50 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
I am still confirming availability for 27‐Jan‐2014.  I understand that we will not have a call at 10 AM today.  
 
Nina 
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 

Reference ID: 3449459
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From: Gutman, Nina  
Sent: Tuesday, January 21, 2014 8:56 AM 
To: 'Kevin.Wright@fda.hhs.gov' 
Cc: 'Sue.Kang@fda.hhs.gov' 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
I am checking our availability for Monday, 27‐Jan.  I will follow‐up as soon as possible this morning.  
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Tuesday, January 21, 2014 8:53 AM 
To: Gutman, Nina 
Cc: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Good morning.  The Food and Drug Administration is closed today.  The DMEPA review team would like to 
reschedule our t-conference for Monday (1/27) at 10 am. 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Tuesday, January 21, 2014 8:03 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
I hope that this email finds you well.  
 
I am writing to confirm that our teleconference today is still going to happen (I ask because I am not sure if FDA is closed 
due to snow).  
 
Also, please note that Anne Frederick will not be joining the call today.  
 
Best regards,  
Nina 

Reference ID: 3449459
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Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Thursday, January 16, 2014 10:02 AM 
To: Gutman, Nina 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Gutman, 
 
Thank you for the update. 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Thursday, January 16, 2014 10:00 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Hi Dr. Wright,  
 
Suman Shirodkar, MD, Global Brand Leader, will join us for the teleconference on 21‐Jan‐2014.  
 
Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Gutman, Nina  
Sent: Wednesday, January 15, 2014 1:18 PM 
To: 'Kevin.Wright@fda.hhs.gov' 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 

Reference ID: 3449459
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Dear Dr. Wright,  
 
I confirm that my team is available for a teleconference with DMEPA on Tuesday, 21‐Jan‐2014 from 10‐10:30 AM.  
 
The following individuals will attend the meeting: 

 Margaret Dugan, MD, Senior Vice President, Global Program Head 

 Dorothy Linvill‐Neal, Global Head, Name Creation & Regulatory Strategy 

 Sudipta Rao, Sr. Trademark Attorney 

 Shanthi Ganeshan, PhD, Vice President, North America Region Head, Drug Regulatory Affairs 

 Anne Frederick, PhD, Executive Director, Global Program Regulatory Director 

 Nina Gutman, PharmD, Senior Associate Director, Drug Regulatory Affairs 
 
You can use the following call‐in information for the meeting: 
United States (toll free):   
Passcode:   
 
Please let me know if you have any questions/concerns.  
 
Best regards,  
Nina  
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Wednesday, January 15, 2014 11:36 AM 
To: Gutman, Nina 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Unfortunately, I cannot share DMEPA’s rationale for denying the proposed name. 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Wednesday, January 15, 2014 10:36 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
Thank you very much for your email.  I will check my team’s availability and will get back to you as soon as possible.  
 
Would you be able to share with me the reason for why the proposed name is unacceptable?  
 

Reference ID: 3449459
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Best regards,  
Nina  
 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Wright, Kevin [mailto:Kevin.Wright@fda.hhs.gov]  
Sent: Wednesday, January 15, 2014 10:09 AM 
To: Gutman, Nina 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dr. Gutman, 
 
Good morning.  The DMEPA review team would like to schedule a 30 minute teleconference with you and your 
review team regarding your proprietary name submission under NDA 205755 Ceritinib. 
 
Please let me know if you are available for this teleconference on Tuesday, January 21, 2014 from 10:00 - 10:30 
AM (EST).   Also, please provide me with call-in information and a list of attendees. 
 
The agenda and FDA attendees are as follows: 
 
Agenda 
1) Introductions 
2) Purpose of meeting - Discuss the proposed proprietary name,   FDA has concluded that your proposed 
name is unacceptable. 
3) Regulatory Path Forward 
4) Closing remarks  
  
FDA Attendees 
Alice Tu, Team Leader, Safety Evaluator, DMEPA 
Otto Townsend, Safety Evaluator, DMEPA 
Kevin Wright, Safety Regulatory Project Manager, OSE 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Tuesday, December 24, 2013 9:39 AM 
To: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Dear Dr. Wright,  
 
I am writing to inform you that the last part of the   (ceritinib, LDK378) NDA was submitted to FDA this morning 
(NDA 205755, Sequence No. 0002).  
 

Reference ID: 3449459
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As you know, the proposed proprietary name,   was originally submitted to FDA for review on 31‐Oct‐2013 (IND 
No. 109272, Serial No. 0242).  This proposed name was resubmitted in Part 1 of the rolling NDA on 27‐Nov‐2013 (NDA 
No. 205755, Sequence No. 0000).  At the time of resubmission of the proposed proprietary name, Novartis requested 
that the proprietary name review timelines be converted from IND (180 days) to NDA (90 days) timelines. 
 
Can you please confirm that we should expect to hear back from FDA regarding the acceptability of the proposed name 

 by 27‐Feb‐2014? 
 
Thanks in advance and Happy Holidays!  
 
Best regards,  
Nina 
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Kang, Sue [mailto:Sue.Kang@fda.hhs.gov]  
Sent: Tuesday, December 10, 2013 1:19 PM 
To: Gutman, Nina 
Cc: Wright, Kevin 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 
 
Nina, 
 
Thank you for this update.  We will share this information with the DMEPA team reviewing your Request for 
Proprietary Name submission.  I have cc'd Kevin Wright on this email.  He will be your new point of contact 
regarding your proprietary name submission for IND 109272/ NDA 205755. 
  
Kevin Wright, Pharm.D. 
Safety Regulatory Project Manager 
Office of Surveillance and Epidemiology 
301‐796‐3621 
kevin.wright@fda.hhs.gov 
  
  
Kind regards, 
  
Sue Kang 
Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 
  
  
  

Reference ID: 3449459
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From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Friday, December 06, 2013 2:07 PM 
To: Kang, Sue 
Subject: RE: IND 109272/NDA 205755 - Proprietary name submission 

Dear Ms. Kang,  
 
I am writing to let you know that the recommended INN for LDK378 is ceritinib.  This INN will be released into the public 
domain by the WHO in the forthcoming list of recommended INNs.  Please note that the Request for Proprietary Name 
review for   which was originally submitted to IND 109,272 was resubmitted to NDA 205755 on 27‐Nov as part of 
the rolling NDA. 
 
Please let me know if you have any questions/concerns.   
 
I hope you have a great weekend!  
 
Best regards,  
Nina  
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Kang, Sue [mailto:Sue.Kang@fda.hhs.gov]  
Sent: Wednesday, November 13, 2013 7:38 AM 
To: Gutman, Nina 
Subject: RE: IND 109272 - Proprietary name submission 
 
Nina, 
  
The 90‐day review time will start when you submit your Request for Proprietary Name review. 
  
You do not have to have labels and labeling to submit a request for name review to the NDA, but you do need 
to ensure that you provide a complete submission based on the guidance at the link below. 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075068.p
df 
  
I hope this answers your questions below. 
  
Kind regards, 
  
  
Sue Kang 

Reference ID: 3449459
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Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 
 

From: Gutman, Nina [mailto:nina.gutman@novartis.com]  
Sent: Tuesday, November 12, 2013 2:34 PM 
To: Kang, Sue 
Subject: RE: IND 109272 - Proprietary name submission 

Dear Ms. Kang,  
 
Thank you very much for your email.   
 
We were planning to resubmit the Request for Proprietary Name Review in late Nov/early Dec as part of the rolling NDA. 
Unfortunately, the proposed prescribing information and container label will not be available in time for this submission. 
 
Will the 90‐day review time start only after the proposed prescribing information and the proposed container label are 
submitted?  
 
Best regards,  
Nina  
 
Nina Gutman, Pharm.D.  
Senior Associate Director, Drug Regulatory Affairs 
Novartis Pharmaceuticals Corporation 
One Health Plaza, 315/5450A 
East Hanover, NJ 07936 
USA 
 
Cell         +  
Phone     +1  862 778-1767 
Fax         +1  973 781-8265 
nina.gutman@novartis.com 
www.novartis.com 
 
 

From: Kang, Sue [mailto:Sue.Kang@fda.hhs.gov]  
Sent: Tuesday, November 12, 2013 2:23 PM 
To: Gutman, Nina 
Subject: IND 109272 - Proprietary name submission 
 
Dr. Gutman, 
  
This email is to notify you that the Division of Medication Error Prevention and Analysis (DMEPA) received 
your Request for Proprietary Name review on 10/31/2013 for "LDK378" IND 109272.  In your cover letter you 
request that the proprietary name review timelines be converted from IND (180 days) to NDA (90 days) 
timelines at the time of submission of the rolling NDA. 
  
I would like to inform you that you will need to submit another Request for Proprietary Name review once you 
submit your NDA.  Please make sure your Request for Proprietary Name review includes FDA Form 356h, and a 
cover letter stating “REQUEST FOR PROPRIETARY NAME” on the first page of the submission.  Also, this 
submission should contain the proposed labels and labeling or a reference to the submission containing the 
labels and labeling. 

If you have any questions or comments regarding this email, please contact me. 

Reference ID: 3449459
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Kind regards, 

  
Sue Kang 
Team Leader, Project Management Staff 
Office of Surveillance and Epidemiology 
  

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

If you are not the named addressee, or if this message has been addressed to you in error, you are directed 
not to read, disclose, reproduce, disseminate, or otherwise use this transmission. If you have received this 
document in error, please immediately notify me by email or telephone.  

  
  
  

Reference ID: 3449459
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 5, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Information Request  

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755.  Please also refer to your 
amendment, received via the electronic gateway on February 5, 2014, containing 8 SAEs and 
112 non-serious AEs that were omitted from the clinical database at the time of the ceritinib 
NDA.  
 
Please also refer to your February 5, 2014, phone conversation with Ms. Karen Boyd and Dr. 
Sean Khozin regarding the clinical datasets.  As discussed, please submit the Safety and Efficacy 
update including the datasets as soon as possible.  If the full update is not available, please send 
the Safety Update for CLDK378X2101 (including the datasets) as soon as possible, followed by 
the complete submission by February 25, 2014.  Expedited submission of the updates would 
minimize the impact of your February 5, 2014, amendment regarding the omitted safety 
information on FDA’s review timelines.  
 
In reference to your February 5, 2014, amendment containing communication on the omissions 
to the NDA 205755 safety database, we request that following be submitted as an amendment to 
the NDA by COB EST Monday, February 10, 2014: 

1. Please submit a breakdown of the number of omitted adverse events by center name.  
2. Please indicate if Novartis intends to amend the Clinical Study Report to account for 

these omissions. 
 
If you have any questions, please don’t hesitate to let me know. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 31, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Communication to Sponsor  

  

______________________________________________________________________________ 
 
On January 30, 2014, RPM Karen Boyd communicated via telephone to Nina Gutman, sponsor-
representative for NDA 205755, that FDA is looking to take an early action on NDA 205755.  
We have until August to review the application, but we hope to take an action as early as April 
2014.  Nina acknowledged my comment and appreciated the agency’s transparency.   
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Boyd, Karen

From: Boyd, Karen
Sent: Friday, January 31, 2014 9:19 AM
To: 'Gutman, Nina'
Cc: Pierce, Melanie
Subject: NDA 205755:  FDA initial edits to proposed labeling
Attachments: NDA_205755_FDA initial edits to proposed labeling_1_31_14.doc

Importance: High

Hi Nina, 
 
Attached are FDA’s initial edits to your proposed labeling for NDA 205755.  Our changes are tracked and we also 
inserted some comments.  Please respond to all of our comments in the label and use tracked changes to record any 
edits to the label.  In areas of the label that you agree with FDA’s proposed edits, please accept the tracked change to 
aid in reviewability.   
 
Please send us back an updated tracked changes label in WORD format with the proposed changes incorporated by COB 
EST Wednesday, February 19, 2014.  Please send me a courtesy copy via email, and then submit a formal amendment to 
the NDA.     
 
If you have any questions, please let me know. 
 
Please confirm receipt. 
   
Thanks, 
Karen 
 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301‐796‐7032 
Fax:  301‐796‐9849 
 

Reference ID: 3445454
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 29, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Information Request 

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submission regarding New Drug Application (NDA) 205755. 
 
Below is a clinical information request.  Please formally submit your response to the NDA by 
COB EST Wednesday, February 5, 2014. 
 
 For study LDK378X2101, format the following datasets to the current version of 

CDISC/Study Data Tabulation Model (SDTM) version 1.1, SDTM Implementation 
Guide (SDTMIG) version 3.1.1: 

 
Demography = DMG 
Concomitant medications = CMD 
Adverse events = AEV 
Relevant medical history conditions= CND 
Laboratory results = LRS2 
Vital signs = VSN 
 
Please ensure that exposure and disposition data for study LDK378X2101 are provided in 
the requested CDISC/SDTM format. 

 
If you have any questions regarding this information request, please don’t hesitate to contact me. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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drug product produced.   
 
Please submit a revised drug product release specification for whichever microbial limits testing 
alternative that you select. 
 
If you have any questions regarding this information request, please don’t hesitate to contact me. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 22, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755: Clinical Information Request  

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your November 27, 2013, December 12, 2013, and December 24, 2013 rolling 
submissions regarding New Drug Application (NDA) 205755. 
 
Please respond to the following clinical information request via email to Karen Boyd 
(karen.boyd@fda.hhs.gov) by COB EST Monday, January 27, 2014, followed by a formal 
submission to your NDA. 
 

 Submit an amendment to your Financial Disclosure Certification confirming that 
Novartis acted with due diligence to obtain financial disclosure information but was 
unable to do so for all the investigators in Study CLDK378X2101 and state the reason(s) 
why 5 out of 127 financial disclosures were not collected. 

 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3440178
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 17, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Pharmacology Information Request  

  

______________________________________________________________________________ 
 
Dear Nina, 
 
Please refer to your December 24, 2013 submission regarding New Drug Application (NDA) 
205755.   
 
Please respond to the clinical pharmacology question stated below via email to Karen Boyd 
(karen.boyd@fda.hhs.gov) by COB EST Friday, January 24, 2014, followed by a formal 
submission to your NDA.   
 
1. Please submit a study report for your PBPK simulations using SimCYP software to 

predict the effect of ketoconazole and rifampin on the pharmacokinetics (PK) of ceritinib 
after multiple dosing [reference studies LDK378A2104 and LDK378A2106]. 

 
The study report should include the purpose of the simulations, assumptions being made, 
detailed process of PBPK model building and verification, a summary of model input 
parameters of ceritinib, version of SimCYP being used, simulation results, and 
conclusions.  The parameters can be compiled in the table format with parameter name, 
parameter values (mean and/or variability), source of the parameter values and 
assumptions being made. In addition, any modification of the default values of the system 
and/or drug parameter input of a particular version of the software should be declared and 
justified. 

 
Specifically for ceritinib, we recommend you construct your PBPK model by considering 
time-dependent inhibition of CYP3A4.  The model should be optimized in order to 
delineate the nonlinear PK observed in ALK-positive cancer patients ([study 
LDK378X2101], [study LDK378X1101]) and single dose PK in healthy subjects ([Study 
LDK378A2101], [Study LDK378A2104], [Study LDK378A2105] and [Study 
LDK378A2106]). Next, the model should be independently verified by comparing 
simulated effect of enzyme inhibitor or inducer on ceritinib PK with that observed from 
drug interaction studies (LDK378A2104 and LDK378A2106 for the effect of 
ketoconazole and rifampin, respectively).  In addition, any modification of the model 
after verification step should be justified. You should use your final ceritinib model to 
simulate the scenarios described below: 
a. 750 mg once daily (QD) ceritinib at steady state in the presence of a strong 

CYP3A4 inhibitor (ketoconazole 200 mg twice daily, BID). 
b. 750 mg QD ceritinib at steady state in the presence of a strong CYP3A4 inducer 

(rifampin 600 mg QD).  

Reference ID: 3438440



In addition, please use your final ceritinib model to simulate the following scenarios: 

c. 750 mg QD ceritinib at steady state in the presence of a moderate CYP3A4 
inhibitor (fluconazole 200 mg QD). 

d. 750 mg QD ceritinib at steady state in patients with mild, moderate and severe 
hepatic impairment. 

e. Effect of 750 mg ceritinib at steady state on the PK of midazolam after a single 
oral dose (5 mg) and the effect of a single dose of 750 mg ceritinib on the PK of 
midazolam after a single oral dose (5 mg) when midazolam is administered with 
ceritinib. 

Please provide the model files used to generate the final PBPK simulations (e.g. drug 
model files, population files, and workspace files, .cmp, .lbr, and .wks). These files 
should be executable by the FDA reviewers using Simcyp. Software specific excel files 
such as parameter estimation data files and simulation outputs should be submitted as MS 
Excel files. Study report(s) should be provided as PDF files (screenshots can be 
incorporated if required).  

 
If you have any questions, please let me know. 
 
Thanks, 
Karen 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
NDA ACKNOWLEDGMENT

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

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:  (ceritinib) capsules, 150 mg

Date of Application: December 24, 2013

Date of Receipt: December 24, 2013

Our Reference Number: NDA 205755

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 February 22, 2014, 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).

Reference ID: 3432217
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NDA 205755
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Products 2
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

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, call me at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Karen Boyd, M.S.
Senior Regulatory Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Reference ID: 3432217
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
January 3, 2014 

 
From: 

 
Karen Boyd, M.S., DOP2/OHOP/CDER 

 
Subject: 

 
NDA 205755:  Clinical Pharmacology Information Request  

  

______________________________________________________________________________ 
 
Dear Nina, 
 
In reference to your NDA 205755 received December 24, 2013, please fill out the attached 
clinical pharmacology form and send it back to me via email by COB EST on Wednesday, 
January 8, 2013.  Please then follow with a formal submission to your NDA.   
 
Thanks, 
Karen 
 
 
 
Karen Boyd, M.S. 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email:  Karen.Boyd@fda.hhs.gov 
Phone:  301-796-7032 
Fax:  301-796-9849 

Reference ID: 3430959



Highlights of Clinical Pharmacology 

Therapeutic dose Include 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 Describe worst case scenario and expected fold-change in Cmax and 

Reference ID: 3430959



Exposure Scenario AUC. The increase in exposure should be covered by the supra-
therapeutic dose. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755

ACKNOWLEDGE NDA PRESUBMISSION

Novartis Pharmaceuticals Corporation
Attention:  Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

We have received the second section of your New Drug Application (NDA) under the program 
for step-wise submission of sections of an NDA (section 506 of the Federal Food, Drug, and 
Cosmetic Act) for the following:

Name of Drug Product:  (ceritinib) capsules, 150 mg

Date of Submission: December 12, 2013

Date of Receipt: December 12, 2013

Our Reference Number: NDA 205755

We will review this presubmission as resources permit.  Presubmissions are not subject to a 
review clock or to a filing decision by FDA until the application is complete.

Please cite the NDA listed above at the top of the first page of any communications concerning 
this supplemental application.  Unless you are using the FDA Electronic Submissions Gateway 
(ESG), send all submissions by overnight mail or courier to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Products 2
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.

Reference ID: 3426242
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If you have any questions, call me at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Karen Boyd, M.S.
Regulatory Health Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Reference ID: 3426242
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755

ACKNOWLEDGE NDA PRESUBMISSION

Novartis Pharmaceuticals Corporation
Attention:  Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

We have received the first section of your New Drug Application (NDA) under the program for 
step-wise submission of sections of an NDA (section 506 of the Federal Food, Drug, and 
Cosmetic Act) for the following:

Name of Drug Product:  (ceritinib) capsules, 150 mg

Date of Submission: November 27, 2013

Date of Receipt: November 27, 2013

Our Reference Number: NDA 205755

We will review this presubmission as resources permit.  Presubmissions are not subject to a 
review clock or to a filing decision by FDA until the application is complete.

Please cite the NDA listed above at the top of the first page of any communications concerning 
this supplemental application.  Unless you are using the FDA Electronic Submissions Gateway 
(ESG), send all submissions by overnight mail or courier to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncology Products 2
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.

Reference ID: 3420607
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If you have any questions, call me at (301) 796-7032.

Sincerely,

{See appended electronic signature page}

Karen Boyd, M.S.
Regulatory Health Project Manager
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Reference ID: 3420607
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LATE-CYCLE COMMUNICATION 
DOCUMENTS 

 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
LATE-CYCLE MEETING MINUTES

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) dated December 24, 2013, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for ceritinib, 150 mg 
capsules.  

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on March 28, 2014.     

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

If you have any questions, call Ms. Karen Boyd, Senior Regulatory Project Manager at (301) 
796-7032.

Sincerely,

{See appended electronic signature page}

Gideon Blumenthal, M.D.
Clinical Team Leader
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

Enclosure:
  Late Cycle Meeting Minutes

Reference ID: 3489804



FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF LATE-CYCLE MEETING MINUTES

Meeting Date and Time: March 28, 2014, 12:00 PM to 1:30 PM
Meeting Location: Teleconference

Application Number: NDA 205755
Product Name: Zykadia (ceritinib)
Applicant Name: Novartis Pharmaceuticals Corporation

Meeting Chair: Gideon Blumenthal, M.D.
Meeting Recorder: Karen Boyd

FDA ATTENDEES
Richard Pazdur, M.D., Office Director, OHOP
Tamy Kim, Pharm.D., Associate Director of Regulatory Affairs, OHOP
Patricia Keegan, M.D., Division Director, OHOP/DOP2
Gideon Blumenthal, M.D., Clinical Team Leader, OHOP/DOP2
Sean Khozin, M.D., Clinical Reviewer, OHOP/DOP2
Karen Boyd, M.S., Senior Regulatory Project Manager, OHOP/DOP2
Monica Hughes, M.S., Chief, Project Management Staff, OND/OHOP/DOPII
Lijun Zhang, Ph.D., Biostatistics Reviewer, OB
Shenghui Tang, Ph.D., Biostatistics Team Leader, OB
Emily Fox, Ph.D, Nonclinical reviewer, OHOP/DHOT
Alex Putman, Ph.D., Acting Nonclinical Team Leader, OHOP/DHOT
Ruby Leong, Pharm.D., Clinical Pharmacology Reviewer, OCP/DCPV
Hong Zhao, Ph.D., Clinical Pharmacology Team Leader, OCP/DCPV
Pengfei Song, Ph.D., Pharmacometrics reviewer, OCP/DCPV
Nam Atiqur Rahman, Ph.D., Division Director, OCP/DCPV
Jean Tang, Ph.D., Quality Reviewer, OPS/ONDQA/DNDQAI/BRII
Afrouz Nayernama, Ph.D., Health Scientist, OSE/OPE/DPVII
Lauren Iacono-Connors, Clinical Inspection Reviewer, OC/OSI
Sharon Mills, Patient Labeling reviewer, OMP/OMPI/DMPP
Quynh Tran, Regulatory Project Manager, OMP/OPDP/DPDP
Jeannine Best, Lead Clinical Analyst, OND/PMHS
Robert Wittorf, Pharm.D., Manufacturing Inspection Reviewer, OC/OMPQ/DGMPA

EASTERN RESEARCH GROUP ATTENDEES
Patrick Zhou, Independent Assessor

APPLICANT ATTENDEES
Alessandro Riva, MD, President, Novartis Oncology
Gabriela Gruia, MD, Global Head Drug Regulatory Affairs
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Study/Trial Completion:  01/31/2016; 
Final Report Submission:  06/30/2016.

E. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat 
doses of ceritinib on the single dose pharmacokinetics of midazolam (a sensitive 
CYP3A4 substrate) in accordance with the FDA Guidance for Industry entitled “Drug 
Interaction Studies – Study Design, Data Analysis, Implications for Dosing, and 
Labeling Recommendations.”  

Final Protocol Submission:  09/30/2014; 
Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

F. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat 
doses of ceritinib on the single dose pharmacokinetics of warfarin (a sensitive 
CYP2C9 substrate) in accordance with the FDA Guidance for Industry entitled “Drug 
Interaction Studies – Study Design, Data Analysis, Implications for Dosing, and 
Labeling Recommendations.”

Final Protocol Submission:  09/30/2014; 
Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

G. Post-Marketing Requirement:  Conduct a clinical trial to evaluate if proton pump 
inhibitors, H2-receptor antagonists, and antacids alter the bioavailability of ceritinib 
and to determine how to dose ceritinib with regard to concomitant gastric acid 
reducing agents.

Final Protocol Submission:  01/31/2015; 
Study/Trial Completion:  08/31/2015; 

Final Report Submission:  02/29/2016.

H. Post Marketing Commitment:  Submit a revised testing monograph (TM) that will 
include a  method and specification for LDK378 drug product (capsule 
content) as post-approval commitment.

The updated TM will be submitted by 30-April-2014.

I. Post Marketing Commitment:  Submit 9 months stability data for the 3
registration stability batches (batches 1010000660, 1010000958 and 1010001326)
and up to 24 months for one batch from supportive stability (batch AEUS/2012-
0023).

The updated stability data will be submitted by 16-May-2014.

Reference ID: 3489804
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Discussion during the meeting:  FDA clarified that these are draft PMRs and PMCs, and 
PMR A and B, listed above, will be combined into one PMR.  FDA will send draft 
language for Novartis’ consideration after the late cycle meeting, and Novartis will need 
to propose timelines and milestones.  Novartis clarified if they would be required to 
demonstrate the superiority of ceritinib over standard therapy in both study 2301 and 
2303 to convert from accelerated to regular approval.  FDA replied that it would depend 
on the magnitude of the effect, but likely would only need to demonstrate superiority in 
one of the studies.  Regarding PMR F listed above, Novartis asked if they could substitute

for warfarin.  FDA did not agree with this substitution, as is not a 
sensitive CYP2C9 substrate according to the FDA Guidance for Industry.  Regarding 
PMR G listed above, Novartis asked if  would be acceptable.  FDA agreed,
stating that a proton pump inhibitor (PPI) could be evaluated as the worst case scenario.
In the event that concomitant administration of a PPI has a large impact on ceritinib 
exposure, an H2-receptor antagonist and an antacid should be subsequently evaluated.  

6.        Major labeling issues – 30 minutes

Discussion during the meeting:  The following sections of the label were discussed at 
the meeting; 1, 2.1, 2.2, 5.1, 5.2, 5.3, 5.5, 6, 6.1, and 14. 

7.        Status of inspections- 2 minutes

Discussion during the meeting:  FDA communicated that all clinical inspections were 
complete. Determination of the classification for each inspection is pending receipt and 
complete review of each Establishment Inspection Report. FDA also communicated that 
the manufacturing and facility inspections were ongoing and there are no issues to report 
as of today.  FDA plans to complete all inspections prior to the action date.    

8.         Review Plans – 1 minute

Discussion during the meeting:  FDA communicated that reviews are ongoing and
FDA plans to hold a wrap up meeting on April 8, 2014.

9.         Wrap-up and Action Items – 2 minutes

Discussion during the meeting:  FDA wanted to communicate to Novartis that there 
are ongoing discussions regarding the expiration date of ceritinib.  FDA will 
communicate the results of these discussions mid- to late- next week.    

Action items:  
a. FDA will send the latest label to Novartis (with changes made during the late cycle 

meeting).  
b. FDA and Novartis will schedule a meeting the week of March 31-April 4 to discuss 

the remaining sections of the label.  

Reference ID: 3489804
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c. FDA will send Novartis updated PMR for subpart H requirements, and Novartis will 
send FDA associated milestones and timelines.  

d. Novartis will send FDA updated language and associated milestones and timeline 
for PMR 5C (listed above).  

This application has not yet been fully reviewed by the signatory authority, division director, and 
Cross-Discipline Team Leader (CDTL) and therefore, this meeting did not address the final 
regulatory decision for the application.  

Reference ID: 3489804
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205755
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Novartis Pharmaceuticals Corporation
Attention: Yanina Gutman, Pharm.D.
Senior Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936

Dear Dr. Gutman:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for ceritinib capsules, 150 mg.

We also refer to the Late-Cycle Meeting (LCM) scheduled for March 28, 2014.  Attached is our 
background package, including our agenda, for this meeting.

If you have any questions, call Ms. Karen Boyd, Senior Regulatory Project Manager, at (301) 
796-7032.

Sincerely,

{See appended electronic signature page}

Patricia Keegan, M.D.
Director
Division of Oncology Products 2
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Late-Cycle Meeting Background Package

Reference ID: 3478871
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POST-MARKETING REQUIREMENTS AND COMMITMENTS

Novartis has been informed of the following post-marketing requirements and comments –

1. Subpart H Post-Marketing Requirement:  Conduct and submit the results of a multicenter, 
randomized study establishing the superiority of oral LDK378 over standard 
chemotherapy in adult patients with ALK-rearranged (ALK-positive)  
metastatic NSCLC who have been treated previously with one chemotherapy regimen 
(platinum doublet) and crizotinib.  

Novartis—please propose reasonable timelines for Final Protocol submission, Study/Trial 
Completion, and Final Report submission. 

2. Subpart H Post-Marketing Requirement:  Conduct and submit the results of a multicenter,
randomized study establishing the superiority of oral LDK378 over standard 
chemotherapy in previously untreated adult patients with ALK rearranged (ALK-
positive), stage IIIB or IV, non-squamous non-small cell lung cancer. 

Novartis—please propose reasonable timelines for Final Protocol submission, Study/Trial 
Completion, and Final Report submission.  

3. Post-Marketing Requirement: Conduct a clinical trial to evaluate the safety and systemic 
exposure of 450 mg ceritinib taken daily with a meal as compared with that of 750 mg 
ceritinib taken daily in the fasted state in metastatic ALK-positive NSCLC patients.  

Novartis—please propose reasonable timelines for Final Protocol submission, Study/Trial 
Completion, and Final Report submission.  

4. Post-Marketing Requirement:   Complete a pharmacokinetic trial to determine the 
appropriate dose of ceritinib in patients with hepatic impairment in accordance with the 
FDA Guidance for Industry entitled “Pharmacokinetics in Patients with Impaired Hepatic 
Function: Study Design, Data Analysis, and Impact on Dosing and Labeling.”  

Final Protocol Submission:  submitted; 
Study/Trial Completion:  01/31/2016; 
Final Report Submission:  06/30/2016.

5. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat 
doses of ceritinib on the single dose pharmacokinetics of midazolam (a sensitive 
CYP3A4 substrate) in accordance with the FDA Guidance for Industry entitled “Drug 
Interaction Studies – Study Design, Data Analysis, Implications for Dosing, and Labeling 
Recommendations.”  

Final Protocol Submission:  09/30/2014; 

Reference ID: 3478871
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Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

6. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of repeat 
doses of ceritinib on the single dose pharmacokinetics of warfarin (a sensitive CYP2C9 
substrate) in accordance with the FDA Guidance for Industry entitled “Drug Interaction 
Studies – Study Design, Data Analysis, Implications for Dosing, and Labeling 
Recommendations.”  

Final Protocol Submission:  09/30/2014; 
Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

7. Post-Marketing Requirement:  Conduct a clinical trial to evaluate if proton pump 
inhibitors, H2-receptor antagonists, and antacids alter the bioavailability of ceritinib and 
to determine how to dose ceritinib with regard to concomitant gastric acid reducing 
agents. 

Final Protocol Submission:  01/31/2015; 
Study/Trial Completion:  08/31/2015; 
Final Report Submission:  02/29/2016.

8. Post Marketing Commitment: Submit a revised testing monograph (TM) that will 
include a  method and specification for LDK378 drug product (capsule 
content) as post-approval commitment. 

The updated TM will be submitted by 30-April-2014.

9. Post Marketing Commitment: Submit 9 months stability data for the 3 registration 
stability batches (batches 1010000660, 1010000958 and 1010001326) and up to 24 
months for one batch from supportive stability (batch AEUS/2012-0023).

The updated stability data will be submitted by 16-May-2014.  

ADVISORY COMMITTEE MEETING

An Advisory Committee meeting is not planned.
  

REMS OR OTHER RISK MANAGEMENT ACTIONS

Based upon review of the NDA, FDA will not require a REMS. 

Reference ID: 3478871
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PRESCRIBING INFORMATION

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

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

 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 42 

important format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we identified labeling issues and
communicated our proposed changes via electronic mail (email) on Friday, March 21, 2014.  

We requested that you resubmit labeling (in Microsoft Word format) that addresses these issues 
by 12:00 PM EST on March 27, 2014.  The resubmitted labeling will be used for further labeling 
discussions.  At the end of labeling discussions, use the SRPI checklist to ensure that the PI 
conforms with format items in regulations and guidances.
_____________________________________________________________________________

LATE CYCLE MEETING AGENDA

1. Introductory Comments –  5 minutes:  Welcome, Introductions, Ground rules, 
Objectives of the meeting

2. Discussion of Substantive Review Issues – 10 minutes.  Please refer to the background 
information for FDA’s assessment of each issue.  

A. Agreement has not been reached on the design of the post-marketing requirement to 
conduct a study evaluating of the safety and exposure of ceritinib 450 mg taken with 
meals.

This issue will be introduced by FDA and followed by a discussion.

3. Additional Applicant Data – Time TBD (Applicant)

4. Information Requests – 10 minutes 

The following information requests are outstanding as of March 26, 2014:  CMC 
information requests made on February 27 and March 18, 2014 (reproduced below).  
Novartis should submit the requested information as agreed upon during the 
teleconferences on March 19, and March 24, 2014.

FDA Information Request sent via email on 2/27/14:

A. To ensure the batch to batch consistency, add drug substance specification 
(acceptance criteria) for particle size at .

Reference ID: 3478871
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D. Post-Marketing Requirement:   Complete a pharmacokinetic trial to determine the 
appropriate dose of ceritinib in patients with hepatic impairment in accordance 
with the FDA Guidance for Industry entitled “Pharmacokinetics in Patients with 
Impaired Hepatic Function: Study Design, Data Analysis, and Impact on Dosing 
and Labeling.”  

Final Protocol Submission:  submitted; 
Study/Trial Completion:  01/31/2016; 
Final Report Submission:  06/30/2016.

E. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of 
repeat doses of ceritinib on the single dose pharmacokinetics of midazolam (a 
sensitive CYP3A4 substrate) in accordance with the FDA Guidance for Industry 
entitled “Drug Interaction Studies – Study Design, Data Analysis, Implications for 
Dosing, and Labeling Recommendations.”  

Final Protocol Submission:  09/30/2014; 
Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

F. Post-Marketing Requirement:  Conduct a clinical trial to evaluate the effect of 
repeat doses of ceritinib on the single dose pharmacokinetics of warfarin (a 
sensitive CYP2C9 substrate) in accordance with the FDA Guidance for Industry 
entitled “Drug Interaction Studies – Study Design, Data Analysis, Implications for 
Dosing, and Labeling Recommendations.”  

Final Protocol Submission:  09/30/2014; 
Study/Trial Completion:  08/31/2016; 
Final Report Submission:  02/28/2017.

G. Post-Marketing Requirement:  Conduct a clinical trial to evaluate if proton pump 
inhibitors, H2-receptor antagonists, and antacids alter the bioavailability of 
ceritinib and to determine how to dose ceritinib with regard to concomitant gastric 
acid reducing agents. 

Final Protocol Submission:  01/31/2015; 
Study/Trial Completion:  08/31/2015; 
Final Report Submission:  02/29/2016.

H. Post Marketing Commitment: Submit a revised testing monograph (TM) that will 
include a  method and specification for LDK378 drug product 
(capsule content) as post-approval commitment. 

The updated TM will be submitted by 30-April-2014.

Reference ID: 3478871
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I. Post Marketing Commitment: Submit 9 months stability data for the 3 
registration stability batches (batches 1010000660, 1010000958 and 1010001326) 
and up to 24 months for one batch from supportive stability (batch AEUS/2012-
0023).

The updated stability data will be submitted by 16-May-2014.  

6. Major labeling issues – 30 minutes

7. Status of inspections- 2 minutes

8. Review Plans – 1 minute

The FDA reviews are ongoing and FDA plans to hold a wrap up meeting on April 8, 
2014.

9. Wrap-up and Action Items – 2 minutes

Reference ID: 3478871
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