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Substance: 
Cabozantinib 
 
Brand Name: 
Cabometyx® 
 
Originator/licensee: 
Ipsen Pharma 
 
Classification: NI 
 
ATC code: LX01XE26 
 
Orphan Status: 
EU: No 
USA: No 
 
Mechanism of action: 
Cabozantinib inhibits 
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 
[1]. 

Authorized Indication: 
EMA 
Cabozantinib, in 
combination with 
nivolumab, is indicated for 
the first-line treatment of 
adult pts with advanced 
renal cell carcinoma [2]. 
 
FDA 
Cabozantinib, in 
combination with 
nivolumab, is indicated for 
the first-line treatment of 
adult pts with advanced 
renal cell carcinoma [1]. 
 
Route of administration: 
OS 
 
Licensing status 
EU CHMP P.O. date: 
25/02/2021 
FDA M.A. date: 22/01/2021 
 
EU Speed Approval 
Pathway: Yes 
FDA Speed Approval 
Pathway: Yes 
----- 
ABBREVIATIONS: 
AE: adverse event 
ALT: alanine aminotransferase 
ccRCC: clear cell renal cell 
carcinoma 
CHMP: Committee for Medicinal 
Product for Human Use 
IFN: interferon 
M.A.: Marketing Authorization 
OS: overall survival 
PFS: progression-free survival 
P.O.: positive opinion 
pts: patients 
RCC: Renal Cell Carcinoma 
vs: versus 

Summary of clinical EFFICACY: 
CHECKMATE-9ER (NCT03141177), is a randomized, open-label trial in pts with previously untreated 
advanced RCC. Pts were randomized to receive either nivolumab 240 mg over 30 minutes every 
two weeks in combination with cabozantinib 40 mg orally once daily (n=323) or sunitinib 50 mg 
orally daily for the first four weeks of a six-week cycle (four weeks on treatment followed by two 
weeks off) (n=328). The primary end-point was PFS among all the pts who underwent 
randomization. The median PFS was 16.6 months in the nivolumab + cabozantinib group [CI 95%: 
12.5-24.9] vs 8.3 months in the sunitinib group [CI 95%: 7.0-9.7]; HR 0.51 (95% CI: 0.41, 0.64, 
p<0.001). The probability of OS at 12 months was 85.7% (95% CI, 81.3-89.1) with 
nivolumab+cabozantinib and 75.6% (95% CI, 70.5-80.0) with sunitinib (HR for death, 0.60; 98.89% 
CI, 0.40-0.89; p=0.001) [3][4]. 
 
Summary of clinical SAFETY: 
About all pts in both groups had AEs, of which 75.3% and 70.6% were of Grade 3 or higher in the 
nivolumab+cabozantinib group and sunitinib group, respectively. The most common AEs in pts 
receiving the combination of nivolumab and cabozantinib were hypertension (12.5% vs 13.1% in 
the sunitinib group), hyponatremia (9.4% vs 5.9%), palmar-plantar erythrodysesthesia (7.5% vs 
7.5%), diarrhea (6.9% vs 4.4%), increased lipase levels (6.2% vs 4.7%), hypophosphatemia (5.9% vs 
1.2%) and increased ALT level (5.3% vs 2,2%). One treatment-related death occurred with pts 
receiving nivolumab+cabozantinib vs two with sunitinib [3]. 
 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: Yes 

Discontinued studies (for the same indication): No 
----- 
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Cost of therapy: 
Cabometyx 40mg 30tabs/pack: €5.821,13 (ex-factory). 
Opdivo 24ml (10mg/ml) vial: €3.226,01 (ex-factory). 
Price for 30-day cycle: €12.273,15 [5]. 
 
Epidemiology: 
In Italy, kidney cancer accounts for about 4.6% and 3% of all 
adult malignancies in men and women, respectively. 85% of 
renal tumors are represented by carcinoma of renal 
parenchyma. The cancer incidence increases with age: in the 
eighth decade of life the disease frequency is one new case 
per 1000 men/year and less than a half for women. The 5-
year survival rate of kidney and urinary tract cancer is 71% 
[6]. 
 
POSSIBLE PLACE IN THERAPY 
Sunitinib and pazopanib are currently the most commonly 
used first line treatments in good and intermediate-risk 
patients; bevacizumab+IFN represents an option. Tivozanib 
is used especially in good-risk pts. The new standards of care 
in Europe have recently changed: combinations of 
pembrolizumab+axitinib or cabozantinib+nivolumab are 
recommended in good, intermediate and poor-risk pts. 
Combination of nivolumab+ipilimumab represents a 
standard of care in intermediate and poor-risk pts [7][8]. 
 
OTHER INDICATIONS IN DEVELOPMENT 
Thyroid cancer, liver cancer, non-small cell lung cancer, 
prostate cancer, pancreatic neuroendocrine tumor, 
carcinoid tumor [9] [10]. 
 
SAME INDICATION IN EARLIER LINE(S) OF TREATMENT: / 
 
OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION: Tivozanib sorafenib, belzutifan, 
lenvatinib+everolimus, lenvatinib+pembrolizumab, 
atezolizumab+bevacizumab, toripalimab+axitinib, 
bevacizumab+temsirolimus, avelumab+axitinib [11]. 
 
*Service reorganization: No 
*Possible off label use: Yes 
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