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Overall Conclusion: The application is recommended for “Approval” from CMC 
perspective.

Ramesh K. Sood, Ph.D.
Acting Director, DPA I/ONDQA
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

  FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH   

 
DATE: April 2, 2014 
 
FROM: Donghao (Robert) Lu, Ph.D. 
  Zhe (Jean) Tang, Ph.D. 
  Division of Pre-Marketing Assessment - I 

Office of New Drug Quality Assessment 
 
TO: File NDA 205755 
  
SUBJECT: OC recommendation 

 
RECOMMENDATION: The drug product, Zykadia (Ceritinib) Capsule 150 mg, is 
recommended as APPROVAL from a CMC perspective – an overall “Acceptable” 
recommendation from the Office of Compliance has been issued and dated March 27, 2014.   
 
REVIEW NOTE: 
 
The NDA 205-755 CMC review #1 dated March 26, 2014 was completed. The review indicated 
that all other CMC issues have been resolved, except the pending overall recommendation from 
the Office of Compliance (OC) on manufacturing facilities. However, on March 27, 2014, OC  
issued “Acceptable” overall recommendation for the NDA. The EES summary report is shown 
below. 
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FDA Contacts: Z. TANG

J. COLE

J. MARTIN

L. ZHOU

3017964956

3017965148

3017962072

3017961781

(HFV-530)

Prod Qual Reviewer

Micro Reviewer

Product Quality PM

Team Leader

Overall Recommendation: by R. WITTORF

by EES_PROD

by EES_PROD

by EES_PROD

on 27-MAR-2014

on 14-JAN-2014

on 14-JAN-2014

on 14-JAN-2014

ACCEPTABLE

PENDING

PENDING

PENDING

2404023113()

DMF No:

DMF No:

AADA:

AADA:

Responsibilities:

Responsibilities:

DRUG SUBSTANCE OTHER TESTER

DRUG SUBSTANCE STABILITY TESTER

CONTROL TESTING LABORATORY

CONTROL TESTING LABORATORY

Profile:

Profile:

OAI Status:

OAI Status:

NONE

NONE

Application: NDA 205755/000

1Priority:

107Org. Code: 

24-APR-2014District Goal:

Stamp Date: 24-DEC-2013

24-AUG-2014

Action Goal:

PDUFA Date:

NOVARTIS PHARMS

1 HEALTH PLAZA BLDG 339 RM 1113

EAST HANOVER, NJ  079361080

Sponsor:

CERITINIB (LDK378)

CERITINIB (LDK378)Brand Name: 

Estab. Name: 

Generic Name:

Product Number;  Dosage Form;  Ingredient;  Strengths

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:

Last Milestone:

27-MAR-2014

14-JAN-2014

Milestone Date:

Milestone Date:

DISTRICT RECOMMENDATION

DISTRICT RECOMMENDATION

Reason:

Reason:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

NOVARTIS PHARMA AG

NOVARTIS PHARMA AG

BASEL, , SWITZERLAND

RINGASKIDDY, CORK, , IRELAND

LICHTSRASSE 35

CORK

9611204

9612715

CFN:

CFN:

3002807772

3002807776

FEI:

FEI:

Establishment:

Establishment:

001; CAPSULE; CERITINIB; 150MG
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DMF No: AADA:

Responsibilities: DRUG SUBSTANCE MANUFACTURER

DRUG SUBSTANCE OTHER TESTER

CONTROL TESTING LABORATORY

NON-STERILE API BY CHEMICAL SYNTHESIS

Profile:

Profile:

OAI Status:

OAI Status:

NONE

NONE

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:

Last Milestone:

14-JAN-2014

14-JAN-2014

Milestone Date:

Milestone Date:

DISTRICT RECOMMENDATION

DISTRICT RECOMMENDATION

Reason:

Reason:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

NOVARTIS PHARMA STEIN AG

SCHWEIZERHALLE, BASEL-LANDSCHAFT, SWITZERLAND

ROTHAUSWEG

9692042CFN: 3002865753FEI:Establishment:
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DMF No:

DMF No:

AADA:

AADA:

Responsibilities:

Responsibilities:

FINISHED DOSAGE MANUFACTURER

FINISHED DOSAGE RELEASE TESTER

FINISHED DOSAGE STABILITY TESTER

CAPSULES, PROMPT RELEASE

CONTROL TESTING LABORATORY

CONTROL TESTING LABORATORY

Profile:

Profile:

Profile:

Profile:

OAI Status:

OAI Status:

OAI Status:

OAI Status:

NONE

NONE

NONE

NONE

OC RECOMMENDATION

OC RECOMMENDATION

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:

Last Milestone:

Last Milestone:

Last Milestone:

14-JAN-2014

14-JAN-2014

14-JAN-2014

14-JAN-2014

Milestone Date:

Milestone Date:

Milestone Date:

Milestone Date:

DISTRICT RECOMMENDATION

DISTRICT RECOMMENDATION

DISTRICT RECOMMENDATION

DISTRICT RECOMMENDATION

Reason:

Reason:

Reason:

Reason:

Decision:

Decision:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

NOVARTIS PHARMA STEIN AG

NOVARTIS PHARMACEUTICALS CORP

STEIN, , SWITZERLAND

SUFFERN, , UNITED STATES  10901

SCHAFFHAUSERSTRASSE 101

9692043

2416082

CFN:

CFN:

3002653483

2416082

FEI:

FEI:

Establishment:

Establishment:

Reference ID: 3482653

(b) (4)

(b) (4)



April 2, 2014 3:22 PM

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST 

SUMMARY REPORT 

FDA Confidential - Internal Distribution Only Page 4 of 4

DMF No:

DMF No:

AADA:

AADA:

Responsibilities:

Responsibilities:

FINISHED DOSAGE PACKAGER

DRUG SUBSTANCE OTHER TESTER

CAPSULES, PROMPT RELEASE

CONTROL TESTING LABORATORY

Profile:

Profile:

OAI Status:

OAI Status:

NONE

NONE

OC RECOMMENDATION

OC RECOMMENDATION

Last Milestone:

Last Milestone:

14-JAN-2014

14-JAN-2014

Milestone Date:

Milestone Date:

BASED ON PROFILE

DISTRICT RECOMMENDATION

Reason:

Reason:

Decision:

Decision:

ACCEPTABLE

ACCEPTABLE

CFN:

CFN:

FEI:

FEI:

Establishment:

Establishment:
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III. FILING CHECKLIST 
 
The following parameters are necessary in order to initiate a full review (i.e., the application is complete 
enough to start review but may have deficiencies).  On initial review of the NDA application: 
 

A. COMPLETENESS OF FACILITY INFORMATION 
 Parameter Yes No Comment 

11.  
Is all site information complete 
(e.g., contact information, 
responsibilities, address)? 

x   

12.  
Do all sites indicate they are 
ready to be inspected (on 
356h)? 

x   

13.  

Is a single comprehensive list 
of all involved facilities 
available in one location in the 
application? 

x  356h form 

14.  

For testing labs, is complete 
information provided 
regarding which specific test is 
performed at each facility and 
what stage of manufacturing? 

x   

15.  

Additional notes (non-filing 
issue) 

1. Are all sites registered 
or have FEI #? 

2. Do comments in EES 
indicate a request to 
participate on 
inspection(s)? 

3. Is this first application 
by the applicant? 

 
 

x 
  

 x  

 x  

*If any information regarding the facilities is missing/omitted, communicate to OPS/ONDQA 
regarding missing information and copy EESQuestions. Notify OMPQ management if 
problems are not resolved within 3 days and it can be a potential filing issue. 
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B. DRUG SUBSTANCE (DS) / DRUG PRODUCT (DP) 
 Parameter Yes No Comment 

16.  
Have any Comparability 
Protocols been requested? 

 x  

 
 

IMA CONCLUSION 
 Parameter Yes No Comment 

17.  
Does this application fit one of the 
EES Product Specific Categories? 

x  NME 

18.  

Have EERs been cross referenced 
against the 356h and product 
specific profile for accuracy and 
completion? 
Have all EERs been updated with 
final PAI recommendation? 

 x  

19.  

From a CGMP/facilities 
perspective, is the application 
fileable?  
 
If the NDA is not fileable from a 
product quality perspective, state the 
reasons and provide filing comments 
to be sent to the Applicant. 

x   
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2. Drug Product 
 

 Parameter Yes No Comment 

 

Is manufacturing process 
considered complex (e.g., 
unusual unit operations, 
innovative manufacturing 
technology, unusual control 
strategy)? 

 x 
This is an immediate release capsule with 

 encapsulation into a hard 
gelatin capsule.  
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3. Facility-Related Risks (e.g., expected in-process testing not being performed, 
questionable development, unexplained stability failures, data integrity issues, etc.). 
Describe any potential 21CFR 211 compliance issues.   
 
A review of the facilities in EES and FACTS was conducted. No facility-related risks were 
identified at the time of this review. 
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4. Drug Product Facility Inspectional History that could impact the manufacturing 
of this product 

 
All sites were reviewed for inspectional trends, product specific issues, and 
manufacturing processes.  No inspectional issues were noted.   

 
 
 
Additional information not covered above 
This application has received priority review with a four month review window.  Based 
on inspectional history of facilities, manufacturing process, and priority review status, 
PAIs have been waived.  A post-approval inspection of the drug substance and drug 
product site is recommended. 
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V.  Overall Conclusions and Recommendations 
 
Is the application fileable? (yes/no, Yes to questions 11-12) Yes 
 
Based on Section IV, is a KTM warranted for any PAI? (yes/no). If yes, please 
identify the sites in the above chart. No 
 
 
Are there comments/issues to be included in the 74 day letter, including 
appropriate identification of facilities? (yes/no) No 

 
 
 
 
 
 
 

REVIEW AND APPROVAL 
(DARRTS) 
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PRODUCT QUALITY (Small Molecule)
FILING REVIEW and IQA  FOR NDA or Supplement (ONDQA)

File name: N205755  Product Quality Filing Review &IQA .doc Page 2
Version Date: 1-20-14

7.

Are drug substance manufacturing 
sites identified on FDA Form 
356h or associated continuation 
sheet?  For each site, does the 
application list:
 Name of facility,
 Full address of facility including 

street, city, state, country 
 FEI number for facility (if 

previously registered with FDA)
 Full name and title, telephone, fax 

number and email for on-site 
contact person.

 Is the manufacturing responsibility 
and function identified for each 
facility?, and

 DMF number (if applicable)

Yes
EER Request by ONDQA project Manager, Jewell 

Martin

8.

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list:
 Name of facility,
 Full address of facility including 

street, city, state, country 
 FEI number for facility (if 

previously registered with FDA)
 Full name and title, telephone, fax 

number and email for on-site 
contact person.

 Is the manufacturing responsibility 
and function identified for each 
facility?, and

 DMF number (if applicable)

Yes
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Version Date: 1-20-14

LDK378 drug product is a hard gelatin capsule formulation  
150 mg strength 150 mg strength was finally selected and its 

proposed the acceptance criteria appear to be acceptable during the stability study. No other 
significant increase of total degradation products was observed. Clinical formulation of 
LDK378 150 mg was stable up to 24 months at proposed storage conditions which was selected 
for the clinical development of LDK378 150 mg hard gelatin capsule. During further 
development, the qualitative and quantitative composition of LDK378 150 mg hard gelatin 
capsule remained unchanged. Only, the  generic hard-gelatin capsule shell was 
replaced by the final commercial blue opaque -white opaque colored hard-gelatin
capsule shell

Please note that this DP is given as a Breakthrough Therapy Designation status on March 6, 
2013. In addition, during pre-NDA meeting, it was agreed that the applicant submits month 
time point DS stability data (e.g 2 batches) in the original NDA submission. 
The proposed DP expiry  is requested based on supportive 24 month stability data and  other 
supporting stability data during earlier clinical development batches.

Comments: 
The following points may need to have review team input before sending IR letter:

For example,

 the USAN Council approval letter for  USAN name  and 

 test results for DP particle size  pending ONDQA Biopharm input

 acceptance criteria for any unspecified impurities and total unspecified impurities.

Liang Zhou 1-20-2014

Name of 
CMC Lead / CMC Reviewer Date
Division of Pre-Marketing Assessment # 1
Office of New Drug Quality Assessment

{Ali Al Hakim} 1-20-2014

Name of 
Branch Chief Date
Division of Pre-Marketing Assessment # 1
Office of New Drug Quality Assessment
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