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****Pre-decisional Agency Information

Memorandum
Date: 04/11/2016

To: Rajesh Venugopal
Regulatory Project Manager 
Division of Oncology Products 1 (DOP1)
Office of Hematology and Oncology Products 

From: Nazia Fatima, Pharm.D, MBA, RAC 
Regulatory Review Officer
Office of Prescription Drug Promotion

Subject: CABOMETYXTM (cabozantinib) tablets, for oral use
NDA 208692

Office of Prescription Drug Promotion Comments on proposed 
labeling (PI) and Patient Package Insert (PPI) 

Office of Prescription Drug Promotion (OPDP) has reviewed the package insert 
(PI) and the Patient Package Insert (PPI) for CabometyxTM (cabozantinib) tablets 
for oral use as requested in consult from DOP1 dated November 06, 2015.

OPDP’s review of the proposed PI and PPI is based on the substantially 
completed drat labeling titled, “1-4-1-3-cabometyx-draft-redline_4.4.16” send via 
electronic mail on April 05, 2016 to OPDP (Nazia Fatima) from DOP1(Rajesh 
Venugopal).   OPDP comments are provided directly on the marked-up version of
the label attached below.  Combined OPDP and Division of Medical Policy 
Programs (DMPP) comments on the proposed PPI were provided under a 
separate cover and entered in DARRTs on 04/11/16.  

If you have any questions please feel free to contact me, Nazia Fatima at 240-
402-5041 or at Nazia.Fatima@fda.hhs.gov.  Thank you!  OPDP appreciates the 
opportunity to provide comments on these materials.  

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
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PMR/PMC Development Template

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package.

NDA/BLA #
Product Name:

NDA 208692

CABOMETYX™ (cabozantinib) tablets

PMC Description: Combine all available PK data from different patient populations and 
healthy subjects in an integrated population PK model to evaluate the 
potential impact of tumor types on the PK of caboznatinib.

PMR/PMC Schedule Milestones: Final Report Submission:      06/30/2016
Other:

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe.

 Unmet need
 Life-threatening condition 
 Long-term data needed
 Only feasible to conduct post-approval
 Prior clinical experience indicates safety 
 Small subpopulation affected
 Theoretical concern
 Other

Similar steady-state exposures were observed at different doses across patient populations of medullary 
thyroid cancer (MTC, 140 mg capsules), advanced renal cell carcinoma (RCC, 60 mg Tablets), and 
castration-resistant prostate cancer (CRPC, 60 mg tablets). This result is unexpected as insignigicant 
difference between capsule and tablet formulations at 140 mg dose. To explore the underlying causes 
responsible for the similarity in the exposure between different formulations, different doses, and different 
patient population is important to better understand the drug.  

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.”

The goal of this PMC is to evaluate the potential impact of  on 
the PK of cabozantinib  PK data from different patient populations and healthy 
subjects in an integrated population PK model.

Reference ID: 3916710

(b) (4)

(b) (4)



PMR/PMC Development Template Last Updated 4/13/2016    Page 2 of 3

3. If the study/clinical trial is a PMR, check the applicable regulation.
If not a PMR, skip to 4.

­ Which regulation?
 Accelerated Approval (subpart H/E)
 Animal Efficacy Rule 
 Pediatric Research Equity Act
 FDAAA required safety study/clinical trial

­ If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply)
 Assess a known serious risk related to the use of the drug?
 Assess signals of serious risk related to the use of the drug?
 Identify an unexpected serious risk when available data indicate the potential for a serious risk?

­ If the PMR is a FDAAA safety study/clinical trial, will it be conducted as:
 Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk

 Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk

 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments?
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects?

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here.

     

Required

 Observational pharmacoepidemiologic study 
 Registry studies
 Primary safety study or clinical trial
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety
 Thorough Q-T clinical trial
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology)
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety)
 Pharmacokinetic studies or clinical trials
 Drug interaction or bioavailability studies or clinical trials
 Dosing trials
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Continuation of Question 4

 Additional data or analysis required for a previously submitted or expected study/clinical trial 
(provide explanation)
     

 Meta-analysis or pooled analysis of previous studies/clinical trials
 Immunogenicity as a marker of safety
 Other (provide explanation)

     

Agreed upon:

 Quality study without a safety endpoint (e.g., manufacturing, stability)
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events)

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E

 Dose-response study or clinical trial performed for effectiveness
 Nonclinical study, not safety-related (specify)

     
 Other

     

5. Is the PMR/PMC clear, feasible, and appropriate?

 Does the study/clinical trial meet criteria for PMRs or PMCs?
 Are the objectives clear from the description of the PMR/PMC?
 Has the applicant adequately justified the choice of schedule milestone dates?
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process?

 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial 

If so, does the clinical trial meet the following criteria?

 There is a significant question about the public health risks of an approved drug
 There is not enough existing information to assess these risks
 Information cannot be gained through a different kind of investigation
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and
 The trial will emphasize risk minimization for participants as the protocol is developed

PMR/PMC Development Coordinator:
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs)
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Department of Health and Human Services
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

Office of Medical Policy 

PATIENT LABELING REVIEW

Date: April 11, 2016

To: Geoffrey Kim, MD
Director
Division of Oncology Products 1 (DOP1)

Through: LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP)

Barbara Fuller, RN, MSN, CWOCN
Team Leader, Patient Labeling 
Division of Medical Policy Programs (DMPP)

From: Rowell Medina, PharmD
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Nazia Fatima, PharmD, MBA, RAC
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: Review of Patient Labeling: Patient Package Insert (PPI)

Drug Name (established 
name):  

CABOMETYX (cabozantinib)

Dosage Form and Route: tablets, for oral use

Application 
Type/Number: 

NDA 208692

Applicant: Exelixis, Inc.

Reference ID: 3915170



1 INTRODUCTION

On October 13, 2015, Exelixis, Inc. submitted for the Agency’s review an initial
New Drug Application (NDA) 208692 for CABOMETYX (cabozantinib) tablets.
The Applicant submitted the final portion of the rolling submission on December 22, 
2015. The proposed indication for CABOMETYX (cabozantinib) tablets is for the 
treatment of patients with advanced renal cell carcinoma (RCC) who have received 
prior anti-angiogenic therapy.

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 November, 6, 2015 for 
DMPP and OPDP to review the Applicant’s proposed Patient Package Insert (PPI)
for CABOMETYX (cabozantinib) tablets.

2 MATERIAL REVIEWED

Draft CABOMETYX (cabozantinib) PPI received on December 22, 2015 and 
received by DMPP and OPDP on April 5, 2016.

Draft CABOMETYX (cabozantinib) Prescribing Information (PI) received on
December 22, 2015, revised by the Review Division throughout the review cycle,
and received by DMPP and OPDP on April 5, 2016.

Approved COMETRIQ (cabozantinib) comparator labeling dated November 29, 
2012.

3 REVIEW METHODS

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level. In our review of the PPI the target 
reading level is at or below an 8th grade level.

Additionally, 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.  We have reformatted the PPI document 
using the Arial font, size 10.

In our collaborative review of the PPI we have:

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

Reference ID: 3915170



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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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: April 1, 2016

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

Application Type and Number: NDA 208692

Product Name and Strength: Cabometyx (cabozantinib) Tablets, 20 mg, 40 mg, and 60 mg

Submission Date: April 1, 2016

Applicant/Sponsor Name: Exelixis

OSE RCM #: 2015-2316-2

DMEPA Primary Reviewer: Tingting Gao, PharmD

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

1 PURPOSE OF MEMO
Division of Oncology Products 1 (DOP1) requested that we review the revised container labels 
for Cabometyx (Appendix A) to determine if it is acceptable from a medication error 
perspective.  The revisions are in response to recommendations in our previous label and 
labeling reviews.1,2  

2  CONCLUSION
The revised container labels for Cabometyx are acceptable from a medication error perspective.  
We have no further recommendations at this time.

1 Gao T. Label and Labeling Review for Cabometyx (NDA 208692). 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); 2016 MAR 2.  14 p. OSE RCM No.: 2015-2316. 

2 Gao T. Label and Labeling Memo for Cabometyx (NDA 208692). 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); 2016 MAR 29.  3 p. OSE RCM No.: 2015-2316-1.

Reference ID: 3911294
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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, 2016

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

Application Type and Number: NDA 208692

Product Name and Strength: Cabometyx (cabozantinib) Tablets, 20 mg, 40 mg, and 60 mg

Submission Date: March 16, 2016

Applicant/Sponsor Name: Exelixis

OSE RCM #: 2015-2316-1

DMEPA Primary Reviewer: Tingting Gao, PharmD

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

1 PURPOSE OF MEMO
Division of Oncology Products 1 (DOP1) requested that we review the revised container labels 
for Cabometyx (Appendix A) to determine if it is acceptable from a medication error 
perspective.  The revisions are in response to recommendations in our previous label and 
labeling review.1  

2  CONCLUSION
The revised container labels are unacceptable from a medication error perspective.  If there are 
no stability or product quality concerns, we recommend to remove the statement “Store in the 
original package.” to minimize the risk of confusion during dispensing and potential delay in 
therapy if pharmacy needs to dispense a partial bottle quantity (e.g., cash paying customers, or 
prescription with quantity of 15 tablets).  Pharmacy will need to contact the prescriber to 
change the prescribed quantity, thus may cause a delay in therapy if the prescriber cannot be 

1 Gao T. Label and Labeling Review for Cabometyx (NDA 208692). 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); 2016 MAR 2.  14 p. OSE RCM No.: 2015-2316. 
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reached on the same day.  In fact, we have received a post-marketing report where Imbruvica 
labeling states that the medication must be “dispensed in original package”, and created 
problems for patients who needed a dose reduction who were forced to purchase an entire 
bottle rather than partial bottle of the medication.2 
Therefore, we recommend removing the statement “Store in the original package.” to minimize 
the risk of delay in therapy if pharmacy needs to call and clarify the prescribed quantity in case 
they need to dispense a quantity that is less than the proposed 30-count size.

3 RECOMMENDATIONS FOR EXELIXIS
We recommend the following be implemented prior to approval of this NDA:  

A.  Container labels
1. Remove the statement “Store in the original package.”  Post-marketing 

surveillance showed confusion during dispensing regarding such statement when 
the drug product does not need to be dispensed in the original container.  We 
are concerned the statement “Store in the original package” will cause confusion 
and potential delay in therapy when a partial bottle quantity is prescribed.  Since 
there are no stability or product quality concerns, remove the statement “Store 
in the original package.”      

2 Institute for Safe Medication Practices. Safety briefs: Repackaging of Imbruvica is OK. ISMP Med Saf Alert Acute 
Care. 2014;19(10):2.
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Page 4                                       Clinical Inspection Summary                                                             
NDA 208692, Carbometyx (Cabozantinib)

1. Dr. Nizar Tannir, M.D. (Site 1417)

This inspection was performed as a data audit for NDA #208692. The inspection 
reviewed the conduct of one clinical study (XL184–308). The site screened 17
subjects and 16 were enrolled and treated.  At the time of this inspection, seven
subjects had completed the study. Study source documents/records of 17 enrolled
subjects were compared to the eCRF and data listings submitted to NDA 208692,
focusing on inclusion/exclusion criteria compliance, adverse events, treatment 
regimens and efficacy endpoint verification. Assessment of study oversight and 
conduct by Dr. Tannir included adverse event reporting practices, test article 
accountability, and general protocol compliance.

The inspection found no significant deficiencies.  The efficacy endpoint data, PFS as 
determined by the investigator and OS, was verifiable. There was no evidence of 
under-reporting of AEs.

The data from Site 1417, associated with Study XL184–308, submitted to the Agency 
in support of NDA 208692, appear reliable based on available information.

2. Dr. Brian Rini, M.D. (Site 1361)

This inspection was performed as a data audit for NDA #208692. The inspection 
reviewed the conduct of one clinical study (XL184–308).  The site screened 14 
subjects and 12 subjects were enrolled. At the time of this inspection, seven subjects 
were discontinued due to disease progression, one was discontinued due to clinical 
deterioration, and the remaining four were discontinued due to AEs.  Six subjects have 
died and six are in follow-up.  Study source documents/records of all 12 enrolled 
subjects were compared to the eCRF and data listings submitted to NDA 208692, 
focusing on inclusion/exclusion criteria compliance, adverse events, treatment 
regimens, and efficacy endpoint verification.  Assessment of study oversight and 
conduct by Dr. Rini included adverse event reporting practices, test article 
accountability, and general protocol compliance.

The inspection found no significant deficiencies.  The efficacy endpoint data, PFS as 
determined by the investigator and OS, was verifiable. There was no evidence of 
under-reporting of AEs.

The data from Site 1361, associated with Study XL184–308, submitted to the Agency 
in support of NDA 208692, appear reliable.

3. Dr. Hans Hammers, M.D., Ph.D. (Site 1224)

This inspection was performed as a data audit for NDA #208692. The inspection 
reviewed the conduct of one clinical study (XL184–308).  The site screened 14
subjects and 11 were enrolled and treated.  Study source documents/records of all 14
screened subjects were compared to the eCRF and data listings submitted to NDA 

Reference ID: 3908755
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NDA 208692, Carbometyx (Cabozantinib)

208692, including primary and secondary efficacy endpoints, adverse events/serious 
adverse events, discontinuations, and concomitant medications for accuracy of the 
application data listings.  Assessment of study oversight and conduct by Dr. Hammers
included adverse event reporting practices, concomitant medications, test article 
accountability, IRB correspondence, general protocol compliance.

The efficacy endpoint data, PFS as determined by the investigator and OS, was 
verifiable. There was no evidence of under-reporting of adverse events. The 
inspection found no significant deficiencies. However, there were several minor 
protocol compliance observations that were discussed with the site. Specifically, 
routine safety assessments were not always completed. For example, a Week 1 and 
Week 47 urinalysis were not done for Subject 3189 and a Week 5 ECG was not done 
for Subject 3466.   

The data for Dr. Hammers’ site (1224), associated with Study XL184–308 submitted 
to the Agency in support of NDA 208692, appear reliable based on available 
information.

4. CI: Bernard Escudier, M.D. (Site 3301)

This inspection was performed as a data audit for NDA #208692. The inspection reviewed the 
conduct of one clinical study (XL184–308).   The site screened 32 subjects and 24 were 
enrolled and treated.  At the time of this inspection 18 subjects had withdrawn due to disease 
progression, five subjects completed the study, and one remains on study. 

A complete record review was done for all 32 screened subjects. For the enrolled subjects,
study source documents/records of were compared to the eCRF and data listings submitted to 
NDA 208692, including primary and secondary efficacy endpoints, adverse events/SAEs, 
discontinuations, and concomitant medications for accuracy of the application data listings.  
Assessment of study oversight and conduct by Dr. Escudier included adverse event reporting 
practices, concomitant medications, test article accountability, Ethics Committee/Sponsor 
correspondence, and general protocol compliance.

The inspection found no significant deficiencies. The efficacy endpoint data, PFS as 
determined by the investigator and OS, was verifiable. There was no evidence of under-
reporting of AEs.  

The data for Dr. Escudier’s site (3301), associated with Study XL184–308 submitted to the 
Agency in support of NDA 208692, appear reliable based on available information.

5. CRO: (Independent Radiology Review Vendor)

This inspection was issued to review the conduct of one clinical study (XL184–308), 
performed in support of NDA #208692. The inspection focused primarily on 
assessing the accuracy of the tumor response and disease progression source records
(images and interpretation) as it pertains to the contractual obligations of the CRO for 

Reference ID: 3908755
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NDA 208692, Carbometyx (Cabozantinib)

Study XL184–308 per Charter.  Subject source documents/records generated by the 
CRO for randomly selected subjects were compared to the eCRF and data listings 
submitted to NDA 208692. Assessment of  conduct of the Charter-
Specified CRO responsibilities included training, education, and qualifications of 
radiologists, correspondence with clinical sites/sponsor, quality assurance, data 
collection and management, computer system validation and Independent Review
Charter review and adherence.

All reviewed subjects’ PFS as determined by the CRO radiologists were verified 
against the data listings submitted to the application.  There were no discrepancies.  As 
of this inspection, there have been subjects’ primary radiology endpoints 
generated by There was no evidence of CRO non-compliance with the 
Charter.

The data from this CRO, associated with Study XL184–308 submitted to the Agency 
in support of NDA 208692, appear reliable based on available information.

6. CRO:

This CRO inspection assignment was issued to review the conduct of one clinical 
study (XL184–308), performed in support of NDA 208692. The inspection focused 
on the CRO’s control, oversight and management of Study XL184–308.  was 
responsible for selecting and maintaining information for all clinical investigators, 
monitoring and clinical conduct of study XL184-308, record keeping and record 
retention, and to permit regulatory authorities (USFDA) personnel access to, copy and 
verify any records and reports related to the clinical investigation. answered data 
queries  had oversight of the DSMB and maintains the Trial Master File.  
was also responsible for the disposition of unused supply of investigational product.  
Monitoring records were reviewed from 19 clinical sites.  Actions taken by  to 
bring non-compliant clinical sites into compliance were also assessed. All contract 
agreements and the sponsor responsibility transfer agreement were reviewed as 
appropriate. Reporting practices for adverse events, and serious adverse events were 
also reviewed.

maintained adequate oversight over the study.  There was no evidence of under-
reporting of adverse events/serious adverse events. The primary efficacy endpoint was 
a derived efficacy outcome measure, PFS, based upon tumor response per RECIST1.1 
determined by the IRR, performed by CRO  Compliance with the 
investigational plan appeared to be adequate. Monitoring appeared adequate. 

The data from this CRO submitted to the Agency associated with Study XL184–308
submitted to the Agency in support of NDA 208692, appear reliable based on 
available information.

Reference ID: 3908755

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)



Page 7                                       Clinical Inspection Summary                                                             
NDA 208692, Carbometyx (Cabozantinib)

{See appended electronic signature page}

Lauren Iacono-Connors, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Susan Thompson, M.D.
Team Leader
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H
Branch Chief
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CC:
Central Doc. Rm. NDA #208692
DOP1/Division Director/Geoffrey Kim
DOP1/Clinical Team Leader/Julia Beaver
DOP1/Project Manager/Rajesh Venugopal
DOP1/Medical Officer/Harpreet Singh
DOP1/Medical Officer/Michael Brave
OSI/Office Director (Acting)/David Burrow
OSI/DCCE/ Division Director/ Ni Khin
OSI/DCCE/Branch Chief/Kassa Ayalew
OSI/DCCE/Team Leader/Susan D. Thompson 
OSI/DCCE/GCP Reviewer/Lauren Iacono-Connors
OSI/ GCP Program Analysts/Joseph Peacock/Yolanda Patague
OSI/Database PM/Dana Walters
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Department of Health and Human Services
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research
Office of Surveillance and Epidemiology 

Pharmacovigilance Memo

Date: March 17, 2016

Reviewer: Afrouz Nayernama, PharmD, Safety Evaluator 
Division of Pharmacovigilance II (DPVII)

Team Leader (Acting): Shaily Arora, PharmD
DPVII

Deputy Division Director:      S. Christopher Jones, PharmD, MPH, MS 
DPVII

Product Name:                   Cometriq , Cabometyx (cabozantinib) 

Subject: Drug-drug interaction: Cabozantinib and Warfarin 

Application Type/Number: NDA 203756, NDA 208692

Applicant/Sponsor: Exelixis

OSE RCM #: 2016-513

Reference ID: 3904048
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1 INTRODUCTION

This memorandum evaluates cases of drug interaction between cabozantinib and warfarin 
reported in the FDA Adverse Event Reporting System (FAERS) and the literature. The Division 
of Pharmacovigilance II (DPVII) identified a literature case report of the drug interaction 
between cabozantinib and warfarin in a renal cell carcinoma treated patient, during routine 
FAERS monitoring.1 We considered this a potential safety signal, as this interaction is not 
labeled for either drug. The purpose of this memorandum is to evaluate the evidence from the 
published literature and FAERS to determine if any regulatory actions are required at this time.

1.1 REGULATORY HISTORY

Cabozantinib was approved by FDA on November 29, 2012 under the trade name Cometriq for 
treatment of patients with progressive, metastatic medullary thyroid cancer (MTC).2

Of note, the sponsor, Exelixis is currently seeking a new indication, renal cell carcinoma, for 
cabozantinib under a new proposed trade name, Cabometyx .

1.2 BACKGROUND

Exelixis, submitted a new drug application reference to- (NDA 208692) for cabozantinib for the 
treatment of advanced renal cell carcinoma in patients who have received  prior therapy.3 On 
February 29, 2016, during one of the multidisciplinary review team’s meetings for NDA 208692, 
DPVII shared the published literature case of the drug-drug interaction (DDI) between 
cabozantinib and warfarin resulting in International Normalized Ratio (INR) elevation with the  
Division of Oncology Products 1(DOP1) and discussed the inclusion of this DDI in the 
cabozantinib product labels. We agreed to complete a follow up review with our regulatory 
recommendations. 

1.3 CLINICAL PHARMACOLOGY 2

Cabozantinib inhibits the tyrosine kinase receptors of RET, MET, VEGFR-1&2, KIT, TRKB, 
FLT-3, AXL, and TIE-2. These receptor tyrosine kinases are involved in both normal cellular 
function and pathologic processes such as oncogenesis, metastasis, tumor angiogenesis, and 
maintenance of the tumor microenvironment.

Cabozantinib is a noncompetitive inhibitor of CYP2C8, a mixed-type inhibitor of both CYP2C9 
and CYP2C19, and a weak competitive inhibitor of CYP3A4 in human liver microsomal (HLM) 
preparations.  Cabozantinib is an inducer of CYP1A1 mRNA in human hepatocyte, but not of 
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 or CYP3A4 mRNA or isozyme-associated 
enzyme activities.
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However, after 6 days, he reported nose bleeds and was found to have an INR of 18. The 
warfarin was held and he was given 5 mg vitamin K; however, after one day, a repeat INR did 
not show any changes. He was given additional dose of vitamin K and also 4 units of fresh 
frozen plasma. At this time, cabozantinib was also discontinued. His INR decreased to 2 within 7 
days, following these interventions. He was restarted on warfarin at the previously stable dose of 
37.5 mg weekly. After two weeks of cabozantinib therapy, he experienced other adverse events 
including mouth sensitivity, nausea, anorexia, and acneiform skin rash, fatigue, and elevated 
total bilirubin ( 3.1 mg/dl); his liver enzymes prior to cabozantinib were normal. His total 
bilirubin returned to a normal level, two weeks after discontinuation of cabozantinib.  The patient 
did not receive any further therapy for RCC and was referred for home hospice care.

The author suggested that modulation of cytochrome P (CYP) 450 kinetics likely represents the 
most significant contribution to this interaction. According to cabozantinib product information, 
cabozantinib is a mixed inhibitor of CYP2C9 and CYP2C19, a noncompetitive inhibitor of 
CYP2C8, and a minor competitive inhibitor of CYP3A4. These pharmacokinetic effects likely 
delayed the clearance of warfarin, as warfarin is dependent on CYP2C9 for hepatic metabolism, 
and cabozantinib is an inhibitor of that enzyme. This could have resulted in excessive 
inactivation of clotting factors and a subsequent dramatic increase in the INR. There was no 
suspected drug interaction between warfarin and patient’s other concomitant medications.  Of 
note, during phase 1 clinical trial of cabozantinib for RCC, the co-administration of warfarin was 
not allowed.5

Reviewer’s comments: Based on the temporal relationship, lack of other apparent confounding 
factors, and the pharmacokinetic profiles of warfarin and cabozantinib, the drug-drug 
interaction between these two agents resulting in an INR elevation is plausible.

Case#9186145, Expedited Report, USA
A 52-year-old male with metastatic thyroid cancer started cabozantinib 140 mg orally daily. His 
past medical history was not reported; the concomitant medications included amlodipine, 
calcium gluconate, magnesium oxide, levothyroxine, and warfarin. Approximately a month after 
initiation of cabozantinib, he developed “stroke-like symptoms” and was hospitalized. The MRI 
of his brain did not show any evidence of recent stroke; however, it showed that he may have 
had mini-strokes in the past.  He was diagnosed with hypertension and elevation of INR 
(INR>10, no reference range provided). He also experienced diarrhea and gait disturbance. Of 
note, patient’s INR was normal prior to this event and was checked regularly.  His blood pressure 
medication dose was increased to control his blood pressure and he received “plasma infusion to 
bring his INR back down.” The action taken with warfarin and its dose was not reported.  At the 
time of discharge from the hospital, his blood pressure was “normal” and his INR levels “had 
improved.”  He was scheduled to check his INR on a weekly basis. 

Reviewer’s Comments: Based on the temporal relationship and no other apparent confounding 
factors, the drug interaction between cabozantinib and warfarin resulting in INR elevation is 
plausible.  
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3.2 LITERATURE RESULTS

Our literature search did not identify any further relevant cases beyond the one also reported to 
FAERS.

4 REVIEWER’S COMMENTS

A hands-on review of the drug interaction cases between cabozantinib and warfarin from the 
FAERS and the literature suggests an interaction between these two drugs based on temporal 
relationship, positive dechallenge, and biologic plausibility from pharmacokinetic profiles. The 
risk of bleeding may increase with the concomitant use of cabozantinib and warfarin because of 
the potential pharmacokinetic interaction (e.g. CYP enzymes and isoenzymes inhibition) 
between these two agents. Cabozantinib is a mixed inhibitor of CYP2C9 and a weak competitive 
inhibitor of CYP3A4;2 therefore, it has the potential to increase the warfarin effect by inhibiting 
warfarin metabolism, as warfarin is dependent on CYP2C9 for hepatic clearance. Of note, the 
potential DDI between cabozantinib and selected other CYP enzymes and isoenzymes inhibitors 
and inducers are labeled events. However, this potential DDI between cabozantinib and warfarin 
is unlabeled. Furthermore, serious hemorrhagic events are currently labeled under Boxed 
Warnings and Warning and Precautions for cabozantinib (NDA203756, Cometriq ), 
independent of potential drug interaction with warfarin.

It is noteworthy that a DDI between warfarin and another oral antineoplastic agent, capecitabine, 
has been described under Boxed Warnings, Warnings and Precautions, and Drug Interactions 
sections. In a drug interaction study of capecitabine with single-dose warfarin administration, 
there was a significant increase in the mean AUC of S-warfarin.6 The maximum observed INR 
value increased by 91%. The mechanism of this interaction is also presumed to be inhibition of 
the CYP2C9 by capecitabine and/or its metabolites.6

DPV consulted the FDA 2011 Guidance for Industry for placement of safety information in drug 
labeling. Information that is placed in the Warnings and Precautions section should describe a
serious or otherwise clinically significant event, with reasonable evidence to support a causal 
relationship to include the extent to which the adverse event is consistent with the pharmacology 
of the drug, temporal association between drug and the event, existence of dechallenge and 
rechallenge experiences, whether the adverse event is known to be caused by related drugs, and 
whether an event can be prevented or mitigated because it has implications for prescribing 
decisions or for patient management (e.g. need for monitoring to assess safety).7

Given the risk of serious hemorrhagic events, we consider this purported DDI to be clinically 
meaningful. Additionally, CYP2C9 is a common metabolic pathway for both drugs that make 
this drug interaction plausible. Drug interactions are manageable events with dose modifications, 
or a change in drug therapy; therefore this new information would be useful to add to labeling as 
it would have implications for patient management. Moreover, DPV concludes that the 
concomitant use of warfarin and cabozantinib can result in a significant increase in INR, and 
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potentially an elevated risk of serious bleeding. Considering serious hemorrhagic events are 
independently associated with cabozantinib exposure, we recommend labeling revisions to 
include this potential DDI information in both the cabozantinib and warfarin labels.  

5 RECOMMENDTIONS:

DPVII recommends the following: 
Consider consulting the Office of Clinical Pharmacology to better characterize the 
mechanism and describe this potential interaction, to include instructions for dosage 
adjustment for warfarin and/or cabozantinib under the Dosage Administrations section of 
cabozantinib product labels, consistent with other drug interactions with cabozantinib.

Consider inclusion of the purported cabozantinib-warfarin interaction under the Boxed 
Warnings, Warnings and Precautions, and Drug Interactions sections of both 
cabozantinib (NDA 203756 and NDA 208692) product labels. This would be consistent 
with the current placement of similar information in capecitabine labeling.6

Consider including the following language under hemorrhagic events under Warnings 
and Precautions and/or Drug Interactions sections:

The risk of bleeding may increase with the concomitant use of warfarin attributed 
to cabozantinib mediated inhibition of CYP2C9 and CYP3A4, which inhibit 
warfarin metabolism, elevate the INR and increase the risk of clinically 
significant bleeding. Consider using an alternative anticoagulant. 

Disseminate the information regarding the potential interaction between cabozantinib and 
warfarin with the Division of Hematology Products (DHP) in order to include 
cabozantinib under the Drug Interactions section of warfarin products labels.

Consider issuance of an information request (IR) to the sponsor of cabozantinib, Exelixis, 
regarding the data for the concomitant use of warfarin or other anticoagulants use with 
cabozantinib in order to better characterize this potential safety issue and determine
appropriate dosage adjustment 
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6 APPENDICES

6.1 APPENDIX A. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)

FDA Adverse Event Reporting System (FAERS)

The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA. The database is designed to 
support the FDA's post-marketing safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the database adheres to the international safety reporting 
guidance issued by the International Conference on Harmonisation. Adverse events and 
medication errors are coded to terms in the Medical Dictionary for Regulatory Activities 
(MedDRA) terminology. The suspect products are coded to valid tradenames or active 
ingredients in the FAERS Product Dictionary (FPD).

FAERS data have limitations. First, there is no certainty that the reported event was actually due 
to the product. FDA does not require that a causal relationship between a product and event be 
proven, and reports do not always contain enough detail to properly evaluate an event. Further, 
FDA does not receive reports for every adverse event or medication error that occurs with a 
product. Many factors can influence whether or not an event will be reported, such as the time a 
product has been marketed and publicity about an event. Therefore, FAERS data cannot be used 
to calculate the incidence of an adverse event or medication error in the U.S. population.

Reference ID: 3904048
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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 2, 2016

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

Application Type and Number: NDA 208692

Product Name and Strength: Cabometyx (cabozantinib) Tablets, 20 mg, 40 mg, and 60 mg

Product Type: Single ingredient product

Rx or OTC: Rx

Applicant/Sponsor Name: Exelixis

Submission Date: December 22, 2015 and February 11, 2016

OSE RCM #: 2015-2316

DMEPA Primary Reviewer: Tingting Gao, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD
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1 REASON FOR REVIEW
Exelixis Pharmaceuticals submitted container labels for Cabometyx (cabozantinib) tablets on 
December 22, 2015. The Division of Oncology Products 1 (DOP1) requested that we review the 
submitted container labels and prescribing information 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 label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
We evaluate the proposed container labels and determine that the container labels can be 
improved to clarify important information (e.g. directions to take Cabometyx) and recommend 
adding sufficient white space between paragraphs on the side panel to improve readability. 
Additionally, we noted that the middle digits of the National Drug Code (NDC) numbers are in 
sequential order (e.g., -023-, -024-, -025-) while the labeler code (42388-) and the package code 
(-26) remains the same for all three strengths.  Our post-marketing experience indicates that 
similar NDC product code (middle 3 digits) has led to selecting and dispensing of the wrong 
strength since these middle digits are traditionally used by healthcare providers to check the 
correct product, strength, and formulation.  Assignment of sequential numbers is not an 
effective differentiating feature.  Therefore we recommend changing the middle digits to non-
sequential numbers or increasing the prominence of the middle digits by increasing the font 
size and put them in bold type (e.g., XXXXX-XXX-XX).

Since cabozantinib is currently marketed as capsules under the proprietary name Cometriq by 
the same Applicant Exelixis, we compared the proposed Cabometyx container labels to the 
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distinguish the products, and has led to selecting and dispensing of the wrong 
strength. To better differentiate the NDC numbers, we recommend changing the 
product codes (middle digits) so that they are not sequential.  If these numbers 
cannot be revised, increase the prominence of the middle digits by increasing 
their font size in comparison to the remaining digits or putting them in bold type. 
For example, XXXXX-XXX-XX.1 

b. On the side panel, revise the order of the statements so direction on the action 
item appears first such that it reads “Take once each day on an empty stomach. 
Cabometyx should not be taken with food. Do not eat…” Additionally, we 
recommend bolding the statement “Take once each day on an empty stomach.” 
to improve readability.

c. Remove the statement “store in the original package” on the container labels if 
there are no stability or product quality concerns that require the tablets be 
dispensed in the original package to the patients. 

d. If possible, ensure there is sufficient white space between the paragraphs on the 
side panel to improve readability. This may be achieved by removing the 
statement “store in the original package”. 

e. Consider adding the statement “Swallow CABOMETYX tablets whole. Do not 
crush CABOMETYX tablets.” on the side panel if space permits. 

1 Guidance for Industry: Safety Considerations for Container Labels and Carton Labeling Design to Minimize Medication 
Errors. Food and Drug Administration. 2013. Available from 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM349009.pdf 
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Cabometyx that Exelixis submitted on 
December 22, 2015. Since cabozantinib is currently marketed as capsules under the proprietary 
name Cometriq by the same Applicant Exelixis, we provided the product information for 
Cometriq for comparison.

Table 2. Relevant Product Information for Cabometyx and Cometriq
Product Name Cabometyx

(NDA 208692)
Cometriq
(NDA 203756)

Initial Approval 
Date

N/A November 29, 2012

Active Ingredient Cabozantinib Cabozantinib

Indication advanced renal cell carcinoma (RCC) 
in patients who have received  
prior therapy

progressive, metastatic medullary 
thyroid cancer

Route of 
Administration

Oral Oral

Dosage Form Tablet Capsule

Strength 20 mg, 40 mg, and 60 mg 20 mg, 80 mg

Dose and 
Frequency

60 mg once daily 

Upon resolution/improvement (i.e., 
return to baseline or resolution to 
Grade 1) of an adverse reaction 
related to CABOMETYX, reduce the 
dose as follows:
If previously receiving 60 mg daily 
dose, resume treatment at 40 mg 
daily 
If previously receiving 40 mg daily 
dose, resume treatment at 20 mg 
daily 
If previously receiving 20 mg daily 
dose, resume at 20 mg if tolerated, 
otherwise, discontinue CABOMETYX

140 mg once daily (one 80-mg and 
three 20-mg capsules)

Upon resolution/improvement of the 
adverse reaction (i.e., return to 
baseline or resolution to Grade 1), 
reduce the dose as follows:
If previously receiving 140 mg daily 
dose, resume treatment at 100 mg 
daily (one 80-mg and one 20-mg 
capsule)
If previously receiving 100 mg daily 
dose, resume treatment at 60 mg 
daily (three 20-mg capsules)
If previously receiving 60 mg daily 
dose, resume at 60 mg if tolerated, 
otherwise, discontinue COMETRIQ

Reference ID: 3895531
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Table 2. Relevant Product Information for Cabometyx and Cometriq
Product Name Cabometyx

(NDA 208692)
Cometriq
(NDA 203756)

How Supplied bottles containing 30 tablets of one 
strength: 20-mg, 40-mg, or 60-mg

140 mg daily-dose carton containing 
four 140 mg daily-dose blister cards 
(each blister card contains seven 80-
mg and twenty-one 20-mg capsules)

100 mg daily-dose carton containing 
four 100 mg daily-dose blister cards 
(each blister card contains seven 80-
mg and seven 20-mg capsules)

60 mg daily-dose carton containing 
four 60 mg daily-dose blister cards 
(each blister card contains twenty-
one 20-mg capsules)

Bottle containing sixty 20-mg capsules

Storage 20°C to 25°C (68°F to 77°F) 20°C to 25°C (68°F to 77°F)

Container 
Closure

HDPE bottles Blister card
Bottle
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Clinical Pharmacology Reviewer: Pengfei Song Y

TL: Qi Liu N

Genomics Reviewer: N/A
Pharmacometrics Reviewer: Chao Liu

Biostatistics Reviewer: Joyce Cheng Y

TL: Shenghui Tang N

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Eias Zahalka Y

TL: Todd Palmby Y

Statistics (carcinogenicity) Reviewer: Feng Zhou N

TL: Karl Lin N

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

RBPM: Rabiya Laiq Y

Drug Substance Reviewer: Xing Wang Y
Drug Product Reviewer: Xing Wang Y
Process Reviewer: Ying Zhang Y
Microbiology Reviewer: N/A
Facility Reviewer: Laura Fontan Y
Biopharmaceutics Reviewer: Fang Wu Y
Immunogenicity Reviewer: N/A
Labeling (BLAs only) Reviewer: N/A
Other (e.g., Branch Chiefs, EA 
Reviewer) 

Anamitro Banerjee, CMC Branch Chief Y

OMP/OMPI/DMPP (Patient labeling:  
MG, PPI, IFU)

Reviewer: Rowe Medina

TL: Barbra Fuller

OMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container labels)

Reviewer: Nazia Fatima N

TL: Jessica Derenick Clerk N

OSE/DMEPA (proprietary name,
carton/container labels)

Reviewer: Tingting Gao Y

TL: Alice (Chi-Ming) Tu Y

OSE/DRISK (REMS) Reviewer: Carolyn Yancey Y

TL: Naomi Redd N
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OC/OSI/DSC/PMSB (REMS) Reviewer: N/A

TL: N/A

Bioresearch Monitoring (OSI) Reviewer: Lauren Iacono-Connor N

TL: Susan Thompson N

Controlled Substance Staff (CSS) Reviewer: N/A

TL: N/A

Other reviewers/disciplines

Discipline

*For additional lines, highlight this group of cells, 
copy, then paste: select “insert as new rows”

Reviewer: N/A

TL: N/A

Other attendees N/A
N/A
N/A

*For additional lines, right click here and select “insert 
rows below”

N/A

FILING MEETING DISCUSSION:

GENERAL
505(b)(2) filing issues:

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA? 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature?

Describe the scientific bridge (e.g., information to 
demonstrate sufficient similarity between the 
proposed product and the listed drug(s) such as 
BA/BE studies or to justify reliance on information 
described in published literature):

Not Applicable

YES NO

YES  NO

Per reviewers, are all parts in English or English 
translation?

If no, explain: 

YES
NO

Electronic Submission comments Not Applicable
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List comments:
No comments

CLINICAL

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

Clinical study site(s) inspections(s) needed?

If no, explain: 

YES
NO

Advisory Committee Meeting needed? 

Comments:

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

YES
Date if known:

NO
To be determined

Reason: 

If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments:

Not Applicable
YES
NO

CONTROLLED SUBSTANCE STAFF
Abuse Liability/Potential

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter
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CLINICAL PHARMACOLOGY

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

Clinical pharmacology study site(s) inspections(s) 
needed?

YES
NO

BIOSTATISTICS

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

New Molecular Entity (NDAs only)

Is the product an NME? YES
NO

Environmental Assessment

Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

Comments:

YES
NO

YES
NO

Facility Inspection

Establishment(s) ready for inspection?

Comments:

Not Applicable

YES
NO
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Facility/Microbiology Review (BLAs only)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

CMC Labeling Review (BLAs only)

Comments: Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

If so, were the late submission components all 
submitted within 30 days?

N/A

YES
NO

YES
NO

What late submission components, if any, arrived 
after 30 days?

Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

YES
NO

Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application?

YES
NO

Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application?

YES
NO
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Update the PDUFA V DARRTS page (for applications in the Program)

Other

Annual review of template by OND ADRAs completed: September  2014
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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 208692

Application Type: New NDA

Drug Name(s)/Dosage Form(s): Cabometyx (cabozantinib) Tablets, 20 mg, 40 mg, and 60 mg

Applicant: Exelixis, Inc.

Receipt Date: December 22, 2015

Goal Date: June 22, 2016

1. Regulatory History and Applicant’s Main Proposals

NDA 208692 for cabozantinib is indicated for the treatment of advanced renal cell carcinoma (RCC)
patients who have received  prior therapy.  The first piece of the rolling NDA was submitted under 
Seq 0000 on October 13, 2015, which included the Nonclinical and Quality modules. Final clinical 
datasets for the pivotal phase 3 RCC study XL184-308 were provided under Seq 0003.  Seq 0006 provided 
the Module 5 clinical study reports for all studies other than Study XL184-308.  The final portion of the 
rolling submission was submitted on December 22, 2015, which began the review clock.

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).

3. Conclusions/Recommendations

SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies, see 
Section 4 of this review.

Reference ID: 3872994
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Selected Requirements of Prescribing Information

SRPI version 5: October 2015 Page 3 of 10

Initial U.S. Approval Required
Boxed Warning Required if a BOXED WARNING is in the FPI
Recent Major Changes Required for only certain changes to PI*
Indications and Usage Required
Dosage and Administration Required
Dosage Forms and Strengths Required
Contraindications Required (if no contraindications must state “None.”)
Warnings and Precautions Not required by regulation, but should be present
Adverse Reactions Required
Drug Interactions Optional
Use in Specific Populations Optional
Patient Counseling Information Statement Required 
Revision Date Required

* RMC only applies to five labeling sections in the FPI: BOXED WARNING, INDICATIONS AND USAGE, 
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.

Comment:

HIGHLIGHTS DETAILS

Highlights Heading

8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING 
INFORMATION” must be bolded and should appear in all UPPER CASE letters.
Comment:

Highlights Limitation Statement 

9. The bolded HL Limitation Statement must include the following verbatim statement: “These 
highlights do not include all the information needed to use (insert NAME OF DRUG 
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF 
DRUG PRODUCT).” The name of drug product should appear in UPPER CASE letters.

Comment:

Product Title in Highlights

10. Product title must be bolded.

Comment: Product title not bolded.

Initial U.S. Approval in Highlights

11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S. 
Approval:” followed by the 4-digit year.

Comment: Four digit year not included.

Boxed Warning (BW) in Highlights

12. All text in the BW must be bolded.

Comment:

13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words
to identify the subject of the warning. Even if there is more than one warning, the term 
“WARNING” and not “WARNINGS” should be used. For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 

YES

YES

NO

NO

N/A

N/A
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BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered.

Comment:

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.” This statement must be placed immediately beneath the BW title,
and should be centered and appear in italics.

Comment:

15. The BW must be limited in length to 20 lines. (This includes white space but does not include
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)

Comment:

Recent Major Changes (RMC) in Highlights

16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 
USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.

Comment:

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.”

Comment:

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period.
(No listing should be one year older than the revision date.)

Comment:

Dosage Forms and Strengths in Highlights

19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 
headings should be used.

Comment:

Contraindications in Highlights

20. All contraindications listed in the FPI must also be listed in HL. If there is more than one 
contraindication, each contraindication should be bulleted.  If no contraindications are known,
must include the word “None.”

Comment:

Adverse Reactions in Highlights

N/A

N/A

N/A

N/A

N/A

YES

YES
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21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.”

Comment:

Patient Counseling Information Statement in Highlights

22. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

If a product does not have FDA-approved patient labeling:

See 17 for PATIENT COUNSELING INFORMATION 

If a product has (or will have) FDA-approved patient labeling:

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling 

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide 

Comment:

Revision Date in Highlights

23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 8/2015 ”).

Comment: Revision date must be added.

YES

YES

NO
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Contents: Table of Contents (TOC)

See Appendix for a sample tool illustrating Table of Contents format.

24. The TOC should be in a two-column format.

Comment:

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.” This heading should be in all UPPER CASE letters and 
bolded.

Comment:

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded.

Comment:

27. In the TOC, all section headings must be bolded and should be in UPPER CASE.

Comment:

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)].

Comment:

29. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.

Comment:

30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC: “*Sections or subsections omitted from the full prescribing 
information are not listed.”
Comment:

YES

YES

N/A

YES

YES

YES

YES
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Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

31. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below. (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use

“Labor and Delivery”)
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”)
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment: For Section 8, the subsections are titled as 8.1Pregnancy, 8.2 Nursing Mothers, 8.3 
Pediatric Use, 8.4 Geriatric Use. 8.5 Females and Males of Reproductive Potential, 8.6 Hepatic 

Impairment, 8.7 Renal Impairment
32. The preferred presentation for cross-references in the FPI is the section (not subsection) heading 

followed by the numerical identifier.  The entire cross-reference should be in italics and enclosed 

NO

NO
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within brackets.  For example, “[see Warnings and Precautions (5.2)].”
Comment: The Pharmacokinetics subsection 12.3 is directly referenced in sections 3, 8.6, and 
8.7. The cross-reference should be to CLINICAL PHARMACOLOGY (12.3).

33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge.

Comment:

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 
appear at the beginning of the FPI, and should be in UPPER CASE.

Comment:

BOXED WARNING Section in the FPI

35. All text in the BW should be bolded.

Comment:

36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words
to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.) For example: “WARNING:
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”. If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings.

Comment:

CONTRAINDICATIONS Section in the FPI

37. If no Contraindications are known, this section must state “None.”

Comment:

ADVERSE REACTIONS Section in the FPI

38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:

39. When postmarketing adverse reaction data are included (typically in the “Postmarketing 
Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

N/A

YES

N/A

N/A

YES

YES

N/A
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Comment:

PATIENT COUNSELING INFORMATION Section in the FPI

40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION). The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide). Recommended language for the reference statement should include
one of the following five verbatim statements that is most applicable:

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Advise the patient to read the FDA-approved patient labeling (Instructions for Use).

Advise the patient to read the FDA-approved patient labeling (Patient Information and
Instructions for Use).

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Advise the patient to read the FDA-approved patient labeling (Medication Guide and 
Instructions for Use).

Comment: None of the above mentioned verbatim statements are included.
41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 

Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment:

NO

YES
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