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1 INTRODUCTION 

On January 30, 2017, Novartis Pharmaceuticals Corporation submitted for the 
Agency’s review a New Drug Application (NDA) 209935 for KISQALI FEMARA 
CO-PACK (ribociclib tablets; letrozole tablets) co-packaged for oral use. The 
proposed indication is 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. 

This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Oncology Products 1 (DOP1) on April 6, 2017 and March 
28, 2017, respectively, for DMPP and OPDP to review the Applicant’s proposed 
Patient Package Insert (PPI) for KISQALI FEMARA CO-PACK (ribociclib tablets; 
letrozole tablets) co-packaged for oral use. 

 
2 MATERIAL REVIEWED 

• Draft KISQALI FEMARA CO-PACK (ribociclib tablets; letrozole tablets) co-
packaged for oral use PPI received on January 30, 2017, revised by the Review 
Division throughout the review cycle, and received by DMPP and OPDP on April 
6, 2017. 

• Draft KISQALI FEMARA CO-PACK (ribociclib tablets; letrozole tablets) co-
packaged for oral use Prescribing Information (PI) received on January 30, 2017, 
revised by the Review Division throughout the review cycle, and received by 
DMPP and OPDP on April 6, 2017. 

• Approved KISQALI (ribociclib) tablets comparator labeling dated March 13, 
2017. 

 
3 REVIEW METHODS 

In 2008 the American Society of Consultant Pharmacists Foundation (ASCP) in 
collaboration with the American Foundation for the Blind (AFB) published 
Guidelines for Prescription Labeling and Consumer Medication Information for 
People with Vision Loss. The ASCP and AFB recommended using fonts such as 
Verdana, Arial or APHont to make medical information more accessible for patients 
with vision loss.  

In our collaborative review of the PPI we:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 
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• ensured that the PPI meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

• ensured that the PPI is consistent with the approved comparator labeling where 
applicable  

 
4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the PPI is appended to this memorandum.  Consult 
DMPP and OPDP regarding any additional revisions made to the PI to determine 
if corresponding revisions need to be made to the PPI.   

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information**** 

 

Memorandum 
 
Date:  April 13, 2017  
  
To:  Amy Tilley 
  Regulatory Project Manager 
  Division of Oncology Products 1 
  Office of Hematology and Oncology Products  
 
From:  Kevin Wright, PharmD 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP)  
 
Subject: KISQALI® FEMARA® CO-PACK (ribociclib tablets; letrozole 

tablets), co-packaged for oral use 
NDA 209935 

 
Office of Prescription Drug Promotion comments on proposed 
prescribing information (PI), blister card label, sleeve and carton 
labeling 

   
Office of Prescription Drug Promotion (OPDP) has reviewed the draft prescribing 
information (PI) and proposed blister card labels, blister sleeve and carton 
labeling for KISQALI® FEMARA® CO-PACK (ribociclib tablets; letrozole tablets), 
co-packaged for oral use (Kisqali Femara Co-pack) as requested by DOP1 in the 
consult dated March 28, 2017.   
 
OPDP’s review of the proposed PI is based on the draft PI titled, “FDA revised PI 
Kisqali Femara Co-pack 3-30-17.docx” sent by electronic mail on 
April 6, 2017, to OPDP (Kevin Wright) from DOP1 (Amy Tilley).  OPDP has no 
comments for the proposed PI. 
 
OPDP also reviewed the proposed blister card labels, blister sleeve and carton 
labeling submitted to the electronic document room on March 27, 2017.  OPDP 
has no comments for the proposed labels and labeling. 
 
The combined OPDP and Division of Medical Policy Programs (DMPP) review of 
the patient package insert (PPI) will be provided under a separate cover. 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 4083880



 2

If you have any questions, please feel free to contact, Kevin Wright at 
(301) 796-3621 or kevin.wright@fda.hhs.gov.  OPDP appreciates the opportunity 
to provide comments on these materials.  Thank you! 
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ATTACHMENT 

MEMO OF FILING MEETING

DATE:  March 6, 2017

BACKGROUND:  

The purpose of this submission is to obtain approval for 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.   This is similar to the approval sought under NDA 209092 (ribociclib), submitted on 
August 29, 2016 (PDUFA goal date of April 29, 2017).

The clinical summary documents (submitted and cross-referenced) supporting this submission focus 
primarily on findings from the randomized, Phase 3 registration Study LEE011A2301.  Results from 
the ribociclib plus letrozole arm of the expansion phase of the Phase 1b/2 Study LEE011X2107 are 
used as supportive evidence.  Both these studies target the indication and population sought for 
marketing approval of ribociclib in combination with letrozole, which is similar to the indication 
proposed under NDA 209092.  The safety review is further supported by pooled data from three 
additional studies (Studies LEE011X1101, LEE011X2101, and LEE011XUS03), where the interest 
primarily focuses on patients with advanced solid tumors administered ribociclib monotherapy at the 
recommended dosing regimen of 600 mg daily (on Days 1-21 of a 28-day cycle).  Note the pivotal 
registration data supporting NDA 209935 were submitted in NDA 209092.

Ribociclib copackaged with letrozole:

The goal for the ribociclib plus letrozole “co-pack” is to facilitate both patient compliance and 
convenience, simplifying adherence to the 28-day cycle dosing regimen and allowing an easier 
distribution option to patients.  The ribociclib and letrozole “co-pack” contains the individual drug 
products of ribociclib and letrozole.  Ribociclib will be provided as 200 mg tablets in blister packs for 
21-day dosing, as described in NDA 209092 (600-mg [3 x 200 mg] , 400 mg [2 x 200 mg], and 200 
mg dose packs) and letrozole will be provided in the commercial form of 2.5 mg tablets (28-tablet 
count bottle for 28-day dosing).

REVIEW TEAM: 

Discipline/Organization Names Responded 
to Virtual 
Mtg Email 
(Y or N)

RPM: Amy Tilley YRegulatory Project Management

CPMS/TL: Christy Cottrell N

Cross-Discipline Team Leader (CDTL) Julia Beaver N

Division Director/Deputy Geoffrey Kim
Amna Ibrahim

Y
Y

Office Director/Deputy N/A

Clinical Reviewer: Anand Shah Y
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TL: Julia Beaver N

Reviewer:Social Scientist Review (for OTC 
products)

TL:

Reviewer:OTC Labeling Review (for OTC 
products)

TL:

Reviewer:Clinical Microbiology (for antimicrobial 
products)
 TL:

Reviewer: Wentao Fu YClinical Pharmacology 

TL: Qi Liu Y

• Genomics Reviewer:
• Pharmacometrics Reviewer:

Reviewer: Eric Bloomquist YBiostatistics 

TL: Shenghui Tang N
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Reviewer: George Chang YNonclinical 
(Pharmacology/Toxicology)

TL: Todd Palmby Y

Reviewer:Statistics (carcinogenicity)

TL:

ATL: Xiao-Hong Chen YProduct Quality (CMC) Review Team:

RBPM: Kristine Leahy Y

• Drug Substance Reviewer:
• Drug Product Reviewer: Paresma Patel Y
• Process Reviewer:
• Microbiology Reviewer:
• Facility Reviewer: Marion Michaelis/Peter Qiu N
• Biopharmaceutics Reviewer: Gerlie Gieser/Okpo Eradiri Y
• Immunogenicity Reviewer:
• Labeling (BLAs only) Reviewer: 
• Other (e.g., Branch Chiefs, EA 

Reviewer) 
Reviewer:OMP/OMPI/DMPP (MedGuide, PPI, 

IFU) 
TL:

Reviewer: Kevin Wright YOMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container 
labeling) TL: Trung-Hieu Tran N

Reviewer: Tingting Gao YOSE/DMEPA (proprietary name, 
carton/container labeling)

TL: Alice Tu N

Reviewer: Till Olickal YOSE/DRISK (REMS)

TL: Doris Auth N

Reviewer:OC/OSI/DSC/PMSB (REMS)

TL:
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: March 29, 2017

Requesting Office or Division: Division of Oncology Products 1 (DOP1)

Application Type and Number: NDA 209935

Product Name and Strength: Kisqali Femara Co-Pack (Ribociclib and Letrozole) tablets, 
200 mg and 2.5 mg

Submission Date: March 27, 2017

Applicant/Sponsor Name: Novartis

OSE RCM #: 2017-278-1

DMEPA Primary Reviewer: Tingting Gao, PharmD

DMEPA Acting Deputy Director: Danielle Harris, PharmD, BCPS

1 PURPOSE OF MEMO
The Division of Oncology Products 1 (DOP1) requested that we review the revised Kisqali 
Femara Co-Pack container labels and carton labeling (Appendix A) to determine if it is 
acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review.a  We note the 
applicant has also provided the NDC numbers on the container labels and carton labeling with 
this submission.  

2  CONCLUSION
The revised Kisqali Femara Co-Pack container labels and carton labeling are acceptable from a 
medication error perspective.  We have no further recommendations at this time.

a Gao T. Label and Labeling Review for Kisqali Femara Co-Pack (NDA 209935). Silver Spring (MD): Food and Drug 
Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2017 MAR 17.  16 p. OSE RCM No.: 2017-278.
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REGULATORY PROJECT MANAGER 
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application:  NDA 209935

Application Type:  New CO-PACK NDA – Type 4

Drug Name(s)/Dosage Form(s):  Kisqali Femara CO-PACK (ribociclib and letrozole) Tablets; Tablets 

Applicant:  Novartis Pharmaceuticals Corporation

Receipt Date:   January 30, 2017

Goal Date: January 30, 2018

1. Regulatory History and Applicant’s Main Proposals

The purpose of this submission is to obtain approval for 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.   This is similar to the approval sought under NDA 209092 (ribociclib), submitted on 
August 29, 2016.

The clinical summary documents (submitted and cross-referenced) supporting this submission focus 
primarily on findings from the randomized, Phase 3 registration Study LEE011A2301.  Results from 
the ribociclib plus letrozole arm of the expansion phase of the Phase 1b/2 Study LEE011X2107 are 
used as supportive evidence.  Both these studies target the indication and population sought for 
marketing approval of ribociclib in combination with letrozole, which is similar to the indication 
proposed under NDA 209092.  The safety review is further supported by pooled data from three 
additional studies (Studies LEE011X1101, LEE011X2101, and LEE011XUS03), where the interest 
primarily focuses on patients with advanced solid tumors administered ribociclib monotherapy at the 
recommended dosing regimen of 600 mg daily (on Days 1-21 of a 28-day cycle).  Note the pivotal 
registration data supporting NDA 209935 were submitted in NDA 209092.

Ribociclib copackaged with letrozole:

The goal for the ribociclib plus letrozole “co-pack” is to facilitate both patient compliance and 
convenience, simplifying adherence to the 28-day cycle dosing regimen and allowing an easier 
distribution option to patients.  The ribociclib and letrozole “co-pack” contains the individual drug 
products of ribociclib and letrozole.  Ribociclib will be provided as 200 mg tablets in blister packs 
for 21-day dosing, as described in NDA 209092 (600-mg [3 x 200 mg] , 400 mg [2 x 200 mg], and 
200 mg dose packs) and letrozole will be provided in the commercial form of 2.5 mg tablets (28-
tablet count bottle for 28-day dosing).
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: March 17, 2017

Requesting Office or Division: Division of Oncology Products 1 (DOP1)

Application Type and Number: NDA 209935

Product Name and Strength: Kisqali Femara Co-Pack (Ribociclib and Letrozole) tablets, 
200 mg and 2.5 mg

Product Type: Multi-ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Novartis

Submission Date: January 30, 2017

OSE RCM #: 2017-278

DMEPA Primary Reviewer: Tingting Gao, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD

DMEPA Acting Deputy Director: Danielle Harris, PharmD, BCPS
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1 REASON FOR REVIEW
Novartis Pharmaceuticals Corporation submitted NDA 209935 proposing to co-package Kisqali 
(ribociclib)a with Femara (letrozole), and provided the container labels, carton labeling, and 
prescribing information (PI) for the co-packaged product.

The Division of Oncology Products 1 (DOP1) requested that we review the submitted Kisqali 
Femara Co-Pack container labels, carton labeling, and PI for areas of vulnerability that could 
lead to medication errors.

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  
Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B – N/A

Human Factors Study C – N/A

ISMP Newsletters D – N/A

FDA Adverse Event Reporting System (FAERS)* E – N/A

Other F – N/A

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

The proposed Kisqali Femara Co-Pack container labels and carton labeling consists of:

 Carton labeling labeled as Kisqali Femara Co-Pack containing 1 Kisqali blister card sleeve 
(for 200 mg/day configuration) or 3 Kisqali blister card sleeves (for 400 mg/day and 
600mg/day configurations) and 1 Femara bottle (all configurations).

 Carton labeling blister card sleeves labeled as Kisqali each containing 1 container label 
for the pull out blister card labeled as Kisqali.

 Container label for the bottle labeled as Femara. 

a NDA 209092 for Kisqali (ribociclib) was approved on March 13, 2017.
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We note that the individual container labels for pull out blister cards and blister card sleeves, 
and container labels for bottles are labeled under the root proprietary names Kisqali and 
Femara, rather than Kisqali Femara Co-Pack.  However, the proposed packaging is a co-package 
of the individual two drug products, Kisqali and Femara.  As such, the blister cards contain only 
Kisqali tablets, so it would be misleading to label the blister cards as Kisqali Femara Co-Pack.  
Similarly, the bottle contains only Femara tablets.  After discussion with DMEPA management 
and Office of Pharmaceutical Quality, we find it acceptable to label the individual components 
of the Kisqali Femara Co-Pack using the root names Kisqali and Femara.

We evaluated the proposed Kisqali Femara Co-Pack container labels and carton labeling and 
noted that the Pull Out Blister Card for Kisqali 200 mg daily dose configuration states “  

 which is inaccurate since there is no ” on the back of the 
blister card sleeve. We recommend removing this statement to be consistent with the pull out 
blister card for Kisqali 400 mg daily dose and 600 mg daily dose. 

As currently presented, the following dosing instructions are located on the back panel of the 
blister card sleeve, which may be overlooked:

“Take  once a day at the same time for three weeks, 
followed by a one-week break.

Use the Dosing Calendar provided to keep track of your treatment as directed by your 
prescriber.”

Therefore, we recommend relocating them to the front panel of the blister card sleeve next to 
the Usual Dosage statement.  Additionally, to increase users’ awareness of the dosing calendar, 
we recommend that the dosing calendar is listed under the carton contents on the principal 
display panel of the Kisqali Femara Co-Pack carton labeling. 

Since “Kisqali Femara Co-Pack” is the conditionally approved proprietary name for this product, 
we recommend revising the presentation of the proprietary name and established name so that 
the product name is presented as “Kisqali Femara Co-Pack (ribociclib and letrozole) tablets” on 
the principal display panel of the carton labeling. 

Since Kisqali is only taken daily for three weeks, the Usual Dosage statement “Take three 200 
mg Kisqali tablets and one 2.5 mg Femara tablet at the same time once daily, with or without 
food. Swallow tablets whole.” on the back panel is inaccurate. We recommend revising this 
statement to accurately reflect the dosing regimen for Kisqali.

We reviewed the proposed Kisqali Femara Co-Pack PI and noticed the use of n the Dosage 
and Administration section of the PI, and recommend to revise the statement “600 mg (three
200 mg film-coated tablets)” to “600 mg (three 200 mg film-coated tablets)” for clarity and to 
prevent misinterpretation and confusion.  We also noticed that NDC numbers weren’t provided 
in the How Supplied/Storage and Handling Section of the full PI and recommend Applicant to 
provide the NDC number information in this section.

Reference ID: 4071179
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4 CONCLUSION & RECOMMENDATIONS

The proposed Kisqali Femara Co-Pack container label (pull out blister card for 200 mg daily 
dose), carton labeling, and prescribing information may be improved to ensure safe product 
use. We provide specific recommendations in Section 4.1 and 4.2 below.

4.1 RECOMMENDATIONS FOR THE DIVISION

A. Prescribing Information (PI)
a. Dosage and Administration Section

i. Revise the statement “600 mg (three 200 mg film-coated tablets)” to 
“600 mg (three 200 mg film-coated tablets)” for clarity and to prevent 
misinterpretation and confusion with .

b. How Supplied/Storage and Handling
i. Please provide NDC number for each package configuration.

4.2 RECOMMENDATIONS FOR NOVARTIS

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

A. Container label – Pull Out Blister Card for Kisqali 200 mg daily dose configuration
1. The statement  

on the back of the blister card or blister card sleeve. Remove 
this statement to be consistent with the pull out blister card for Kisqali 400 mg 
daily dose and 600 daily dose.

B. Carton labeling – Kisqali Blister Card Sleeve
1. To ensure patient’s understanding to take Kisqali for three weeks, followed by a 

one-week break, and to ensure patient uses the Dosing Calendar, relocate the 
dosing instructions that are currently on the back panel: 

Take  once a day at  the same time for 
three weeks, followed by a one-week break.  
Use the Dosing Calendar provided to keep track of your treatment as 
directed by your prescriber.

Relocate these instructions to the front panel and merge them with the Usual 
Dosage statement, such that it reads:

Usual Dosage: Take [one/two/three] 200 mg tablets once a day at the 
same time for three weeks, followed by a one week break.  Take with or 
without food.  Swallow tablets whole. DO NOT chew, crush, or split 
tablets.

Use the Dosing Calendar provided inside the box to keep track of your 
treatment as directed by your prescriber.
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This can be achieved by moving the storage information and the “Each tablet 
contains…” statements to the back panel.

C. Carton labeling for Kisqali Femara Co-Pack 
1. Since “Kisqali Femara Co-Pack” is the conditionally approved proprietary name 

for this product, revise the presentation of the proprietary name and established 
name so that the product name is presented as “Kisqali Femara Co-Pack 
(ribociclib and letrozole) tablets”.  For example,

2. Remove the  throughout the carton labeling.

3. Since Kisqali is only taken daily for three weeks, the Usual Dosage statement 
 

” on the back panel 
is inaccurate. Revise this statement to accurately reflect the correct dosing 
regimen for Kisqali (i.e., once daily for 3 weeks followed by a one-week break).
 

4. On the principal display panel, add the item “● Dosing Calendar” to bottom of 
the list under “This carton contains:”.
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Kisqali Femara Co-Pack that Novartis 
submitted on January 30, 2017. 
Table 2. Relevant Product Information for Kisqali Femara Co-Pack

Initial Approval 
Date

N/A

Active Ingredient Ribociclib and letrozole

Indication Indicated as initial endocrine-based therapy for the treatment of 
postmenopausal women with hormone receptor (HR)-positive, human 
epidermal growth factor receptor 2 (HER2)-negative advanced or 
metastatic breast cancer

Route of 
Administration

Oral

Dosage Form Tablets

Strength 200 mg and 2.5 mg

Dose and 
Frequency

Recommended dose: 
 Kisqali 600 mg for 21 consecutive days followed by 7 days off 

Kisqali treatment. 
 Femara 2.5 mg continuously for 28 days

Kisqali doses may be adjusted to 400 mg/day or 200 mg/day for adverse 
reactions.

How Supplied KISQALI FEMARA CO-PACK Cartons
 3 Blister packs, containing 21 tablets (200 mg per tablet) (600 mg 

daily dose) of KISQALI plus one 28-tablet count bottle of FEMARA
 3 Blister packs, containing 14 tablets (200 mg per tablet) (400 mg 

daily dose) of KISQALI  plus one 28-tablet count bottle of FEMARA
 1 Blister pack, containing 21 tablets (200 mg per tablet) (200 mg 

daily dose) of KISQALI  plus one 28-tablet count bottle of FEMARA
Storage 20oC to 25°C (68oF to 77°F). Store in the original package.

Container 
Closure

Kisqali – 200 mg film-coated tablet were packaged in the followings:
  blister packs, consisting of a  film backed with a heat 

sealable lacquered aluminum foil. The  film is in contact with the drug 
product.
 aluminum blisters with 

Femara tablets were packaged in HDPE bottles with a safety screw cap.
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