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Application #: NDA 209935 Established/Proper Name: ribociclib and letrozole

Applicant: Novartis 
Pharmaceuticals Dosage Form: tablet; tablets; co-packaged

Submission Type:505b1 Strength(s): tablets 200mg; 2.5mg co-packaged

Chemical Type: small-molecule
Cross Referenced Applications: ND 117796, 

NDA 209092, NDA 020726

A. FILING CONCLUSION
Parameter Yes No Comment

1.

DOES THE OFFICE OF 
PHARMACEUTICAL 

QUALITY RECOMMEND 
THE APPLICATION TO BE 

FILED?

X

2.

If the application is not fileable 
from the product quality 
perspective, state the reasons and 
provide filing comments to be 
sent to the Applicant.

Describe filing issues here or on additional sheets

3.

Are there any potential review 
issues to be forwarded to the 
Applicant, not including any 
filing comments stated above?

X Describe potential review issues here or on additional 
sheets

B.  OVERVIEW OF CRITICAL PRODUCT QUALITY REVIEW CONSIDERATIONS

The NDA is submitted under 505(b)1 for KISQALI FEMARA CO-PACK, ribociclib and letrozole 
copackaged. The proposed indication is ribociclib in combination with Letrozole as initial endocrine-
based therapy for the treatment of postmenopausal women with hormone receptor (HR)-positive, human 
epidermal growth factor receptor 2 (HER2)-negative advanced or metastatic breast cancer. The 
indication is the same as that of NDA 209,092 (ribociclib), submitted on August 29, 2016 (PDUFA goal 
date of April 29, 2017). Approval of NDA 209,092 is recommended by the Quality review team. Refer to 
the IQA dated March 1, 2017 filed in Panorama. Letrozole is an FDA approved drug. A PAS supplement 
(NDA 020726_S31) for the changing of package configuration (from 30 to 28 counts) to be copackaged 
with ribociclib tablets was submitted and currently under review. The PDUFA date for this supplement is 
21-Apr-2017. CMC information for ribociclib is mostly referenced to NDA 209,092. 
                                                                                                                                                       
                                                                                                                                                       
                                                                                                                                                                                      

                                                                                                                                                                                      

(b) (4)
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C. FILING CONSIDERATIONS
Parameter Yes No N/A Comment

GENERAL/ADMINISTRATIVE 
1. Has an environmental assessment report (NME, 

API with estrogenic, androgenic, or thyroid activity; 
API derived from plants and animals) or appropriate 
categorical exclusion (21 CFR 25.31 AND 25.15(d) 
been provided?

X

2. For DMFs, are DMF #’s identified and 
authorization letter(s) from the US agent provided 
in the application and referenced DMF?

X

3. Is the Quality Overall Summary (QOS) organized 
adequately and legible? Is there sufficient 
information in the QOS to conduct a review?

X

FACILITY INFORMATION
4. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet with complete 
identifying information?  

X

5. Is a statement provided that all facilities are ready 
for GMP inspection at the time of submission?
For BLA: 
 Is a manufacturing schedule provided?
 Is the schedule feasible to conduct an 

inspection within the review cycle?

X One Facility on pg 9 of 356H Novartis 
Pharma Stein AG (Drug substance 
Letrozole manufacturing .  
Manufacture, In-process control testing 
and release testing of drug product 
Femara 2.5 mg FCT) Is not chaecked as 
being ready for inspection. I don’t see this 
as an issue since they do not need an 
inspection. Their current status is 
compliant for this profile class of 
manufacturing.

DRUG SUBSTANCE INFORMATION
6. Is the Drug Substance section [3.2.S] organized 

adequately and legible? Is there sufficient 
information in this section to conduct a review?

X

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in this section to conduct a review?

X

BIOPHARMACEUTICS

(b) (4)
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C. FILING CONSIDERATIONS
8. If the Biopharmaceutics team is responsible for 

reviewing the in vivo BA or BE studies:  
Does the application contain the complete BA/BE
   data?   
Are the PK files in the correct format?
 Is an inspection request needed for the BE
  study(ies) and complete clinical site information  
  provided?

X

9. Are there adequate in vitro and/or in vivo data 
supporting the bridging of formulations throughout 
the drug product’s development and/or 
manufacturing changes to the clinical product? 
(Note whether the to-be-marketed product is the 
same product used in the pivotal clinical studies)

X The Applicant proposes secondary 
packaging (using a cardboard box) for the 
two approved drug products. The cover 
letter of the current NDA states: “no 
Clinical, CMC, or 
Pharmacology/Toxicology data in this 
NDA…”
Refer to the Biopharm Reviews of the 
original submissions for KISQALI NDA 
209,092, and Femara NDA 20-726. Note 
that S-031 (in house) provides for the 
Femara® tablet count change [from 30 to 
28] consistent with what is required for 
co-packaging with a 21-day on + a 7 day 
off regimen of KISQALI. 

***NOTE: 
From the Biopharmaceutics 
perspective, there are no filing or 
approvability issues. This Filing 
Review closes out the 
Biopharmaceutics Review Task for 
NDA 209935.

10. Does the application include a biowaiver request?  
If yes, are supportive data provided as per the type 
of waiver requested under the CFR to support the 
requested waiver?  Note the CFR section cited.

X

11. For a modified release dosage form, does the 
application include information/data on the in-vitro 
alcohol dose-dumping potential?

X

12. For an extended release dosage form, is there 
enough information to assess the extended release 
designation claim as per the CFR?

X

13. Is there a claim or request for BCS I designation?  If 
yes, is there sufficient permeability, solubility, 
stability, and dissolution data?  

X

REGIONAL INFORMATION AND APPENDICES
14. Are any study reports or published articles in a 

foreign language?  If yes, has the translated version 
been included in the submission for review?

X
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C. FILING CONSIDERATIONS
15. Are Executed Batch Records for drug substance (if 

applicable) and drug product available?  
X

16. If applicable, is the required information provided 
in 3.2.A for Biotech Products?

X

17. For Biotech Products, is sufficient information 
provided in compoliance with 21 CFR 610.9 and 
601.2(a)?

X

Document History 

Author: Integrated Quality Assessment Team, 
and Don Henry.
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Clearance Statement: This document is 
sponsored by the Integrated Quality 
Assessment Team.

Jorge Rondon (OPRO/OE), Don Henry 
(OPRP/OE), and the Integrated Quality 
Assessment Team have cleared this template 
for use.

This process (CDER OPQ Integrated Quality 
Assessment Template) will be reviewed at the 
following intervals and changes to the work aid 
will be captured as needed: 

This process will be reviewed approximately 
150 days from date issued (May 24, 2016).

Version Summary of Changes              Date Issued

01 Initial                                                05/24/2016
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