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 Comparable Products   Preferred Drug List Status 
Afinitor     Recommended with Conditions                           
Inlyta      Non-Recommended with Conditions 
Lenvima     Non-Recommended 
 

Pharmacology:  Cabozantinib, the active ingredient of Cabometyx® is a kinase inhibitor. It has been shown in vitro 
biochemical and/or cellular assays to inhibit the tyrosine kinase activity of MET, VEGFR-1, -2, and -3, AXL, RET, 
ROS1, TYRO3, MER, KIT, TRKB, FLT-3, and TIE-2. These receptor tyrosine kinases are involved in both normal 
cellular function and pathologic processes such as oncogenesis, metastasis, tumor angiogenesis, drug resistance, 
and maintenance of the tumor microenvironment. 

Cabometyx® tablets containing 20mg, 40mg, or 60mg of cabozantinib is equivalent to 25mg, 51mg, or 76mg of 
cabozantinib (S)-malate capsules (Cometriq®). However, do not substitute Cabometyx® tablets with cabozantinib 
capsules. 

Indications and Usage:  For the treatment of patients with advanced renal cell carcinoma (RCC) who have received 
prior anti-angiogenic therapy. 

There is no pregnancy category with this product; however, the risk summary indicates that based on findings 
from animal studies and its mechanism of action, Cabometyx® can cause fetal harm when administered to a 
pregnant women. There are no available data in pregnant women to inform the drug-associated risk. It is 
recommended to advise pregnant women or women of childbearing potential of the potential hazard to a fetus.  
Furthermore, it is recommended that females of reproductive potential use effective contraception during 
Cabometyx® treatment and for 4 months after the final dose. The safety and efficacy of use in the pediatric 
population have not been established.  

Dosage Forms:  Film-Coated Tablets: 20mg, 40mg, and 60mg  

Recommended Dosage:  60mg QD with NO food and continue until patient no longer experiences clinical benefit 
or experiences unacceptable toxicity; do not eat for at least 2 hours before and at least 1 hour after taking 
Cabometyx®. Do not ingest foods (e.g. grapefruit, grapefruit juice) or nutritional supplements that are known to 
inhibit CYP450 during Cabometyx® treatment. In addition, Cabometyx® treatment should be stopped at least 28 
days prior to scheduled surgery, including dental surgery.  

Cabometyx® should be withheld for Grade 4 adverse reactions and for Grade 3 or intolerable Grade 2 adverse 
reactions that cannot be managed with a dose reduction or supportive care. It is recommended to permanently 
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discontinue Cabometyx® for any of the following: development of unmanageable fistula or GI perforation, severe 
hemorrhage, arterial thromboembolic events (e.g. MI, cerebral infarction), hypertensive crisis or severe 
hypertension despite optimal medical management, nephrotic syndrome, and reversible posterior 
leukoencephalopathy syndrome.  

Dose adjustments are not required in patients with mild or moderate renal impairment; however, there is no 
experience of Cabometyx® in patients with severe renal impairment. It is recommended to reduce the dose of 
Cabometyx® in patients with mild or moderate hepatic impairment (reduce the starting dose to 40mg QD). Use is 
not recommended in those with severe hepatic impairment.  

Drug Interactions:  In patients concurrently taking a strong CYP3A4 inhibitor (e.g. boceprevir, clarithromycin, 
conivaptan, grapefruit juice, itraconazole, indinavir, ketoconazole, lopinavir/ritonavir, nefazodone, nelfinavir, 
posaconazole, ritonavir, saquinavir, telithromycin, and voriconazole), it is recommended to reduce the dose of 
Cabometyx® if the concomitant use cannot be avoided. It is recommended to reduce the daily dose of 
Cabometyx® by 20mg (e.g. from 60mg to 40mg or from 40mg to 20mg).  

In patients concurrently taking a strong CYP3A inducer (e.g. rifampin, phenytoin, carbamazepine, phenobarbital, 
rifabutin, rifapentine, and St. John’s wort), it is recommended to increase the dose of Cabometyx® if the 
concomitant use cannot be avoided. It is recommended to increase the daily dose of Cabometyx® by 20mg (e.g. 
from 40mg to 60mg or from 60mg to 80mg), as tolerated but not to exceed 80mg. 

Common Adverse Drug Reactions:   Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Cabometyx®) minus reported % incidence for everolimus. Please note that an incidence of 0% means the incidence 
was the same as or that the active drug was less than its comparator. The most frequently reported adverse 
events included diarrhea (46%), nausea (22%), vomiting (18%), stomatitis (0%), constipation (6%), abdominal pain 
(10%), dyspepsia (7%), fatigue (9%), mucosal inflammation (0%), asthenia (3%), decreased appetite (12%), palmar-
plantar erythrodysesthesia syndrome (36%), dry skin (1%), hypertension (31%), weight decreased (19%), dysgeusia 
(15%), headache (0%), dizziness (4%), hypothyroidism (20%), dysphonia (16%), dyspnea (0%), cough (0%), anemia 
(0%), pain in extremity (6%), muscle spasms (8%), arthralgia (0%), and proteinuria (3%). Lab abnormalities included 
AST increased (34%), ALT increased (36%), creatinine increased (0%), triglycerides increased (0%), 
hypophosphatemia (12%), hyperglycemia (0%), hypoalbuminemia (8%), ALP increased (6%), hypomagnesemia 
(27%), hyponatremia (4%), GGT increased (0%), leukocytosis (4%), absolute neutrophil count decrease (14%), 
hemoglobin decrease (0%), lymphocytes decrease (0%), and platelets decrease (0%). 

Contraindications:   There are no contraindications listed. 

Manufacturer:  Exelixis 

Analysis:  There was one open-label multicenter study to assess the safety and efficacy of Cabometyx® as 
compared with everolimus in patients with advanced RCC who had received ≥1 prior anti-angiogenic therapy. 
Patients were randomized to Cabometyx® (N=330) or everolimus (N=328) and received treatment until disease 
progression or experiencing unacceptable toxicities. The main efficacy assessed was progression-free survival 
(PFS), which was assessed by a blinded independent radiology review committee of the first 375 subjects 
randomized. Objective response rate (ORR) and overall survival were also assessed, with the intent-to-treat 
population. Results suggested that statistically significant improvements in PFS, OS, and ORR were seen with 
Cabometyx® as compared with everolimus. The table below, adapted from the prescribing information, illustrates 
the results.  

 Cabometyx®  Everolimus 

Progression-free survival (N=375) 

Median PFS, months 7.4 3.8 

HR, p-value 0.58; p<0.0001 

Overall response rate (N=658) 

Confirmed ORR  17% 3% 
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(partial responses only) 

 p-value p<0.0001 

Overall survival (N=658) 

Median OS, months 21.4 16.5 

HR, p-value 0.66; p=0.0003 

Place in Therapy:  Cabometyx® is indicated for the treatment of advanced renal cell carcinoma in patients who 
have received prior antiangiogenic therapy. In a clinical trial, Cabometyx® was found to have statistically 
significantly improvements in progression-free survival, overall survival, and objective response rate as compared 
to everolimus. Cometriq® capsules contain the same active ingredient as Cabometyx® but the two products are 
not interchangeable. 

It is recommended that Cabometyx® require clinical prior authorization to verify diagnosis, prior therapies, and to 
monitor for drug-interactions.    

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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