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Substance: 

cabozantinib 

 

Brand Name: 

Cabometyx 

 

Originator/license: 

IpsenPharma 

 

Classification: NI 

 

ATC code: L01XE26 

 

Orphan Status: 

Eu: No 

Us: 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 is indicated as 

monotherapy for the treatment of 

adult pts with locally advanced or 

metastatic DTC, refractory or not 

eligible to RAI who have progressed 

during or after prior systemic therapy 

[2]. 

 

FDA: adult and pediatric pts 12 years 

of age and older with locally advanced 

or metastatic DTC that has progressed 

following prior VEGFR-targeted 

therapy and who are RAI-refractory or 

ineligible [3]. 

 

Route of administration: OS 

 

Licensing status 

EU CHMP P.O. date: 24/03/2022 

FDA M.A. date: 17/09/2021 

 

EU Speed Approval Pathway: Yes 

FDA Speed Approval Pathway: Yes 

 
ABBREVIATIONS: 
AEs: Adverse events 

CHMP: Committee for Medicinal Product for 

Human Use 

CI: Confidence Interval 

DTC: differentiated thyroid carcinoma 

ECOG: Eastern Cooperative Oncology Group 

HR: Hazard ratio 

IV: Intravenous 

MA: Marketing Authorization 

NE: Not Estimable 

NSCLC: Non small cell lung cancer 

ORR: Overall response rate 

PFS: Progression-free survival 

PO: Positive Opinion 

Pts: patients 

RAI: radioactive iodine 

VEGFR:  Vascular endothelial growth factor 

Vs.: versus 

Summary of clinical EFFICACY: 

COSMIC-311 (NCT03690388): global, randomized, double-blind, placebo-controlled, phase III trial where 

pts(n=187) ≥ 16 years with RAI-refractory DTC and ECOG performance status of 0 or 1 were randomly 

assigned 2:1 to oral cabozantinib (n=125) 60 mg once daily or matching placebo (n=62). Pts must have 

received previous lenvatinib or sorafenib and progressed during or after treatment with up to two VEGFR 

tyrosine kinase inhibitors. 

The multiple primary endpoints  were ORR in the first 100 randomly assigned pts and PFS in all randomly 

assigned pts. The ORR was 15% (99% CI 5.8–29.3) in the cabozantinib group vs. 0% (0–14.8) in the placebo 

group (p=0.028); this difference was not statistically significant.  Median PFS was not reached (96% CI 5·7–

NE) in the cabozantinib group vs. 1·9 months (1·8–3.6) in the placebo group (HR 0.22 [96% CI 0.13–0.36], 

p<0.0001), with PFS estimates of 57% (96% CI 43–69) vs. 17% (7–30) at 6 months [4]. 

 

Summary of clinical SAFETY: 

AEs of any casualty and any grade occurred in 117 (94%) of 125 pts in the cabozantinib group and 58 (93%) 

of 62 in the placebo group. Grade 3 or 4 AEs occurred in 71 (57%) of 125 and 16 (26%) of 62, and grade 4 

AEs occurred in seven (6%) of 125 and two (3%) of 62. The most common grade 3 or 4 AEs included palmar-

plantar erythrodysaesthesia (10% with cabozantinib vs. 0% with placebo, hypertension 9% vs. 3%), fatigue 

(8% vs. 0%), diarrhea (7% vs. 0%), and hypocalcaemia (7% vs. 2%). Serious treatment-related AEs occurred 

in 16% of pts in the cabozantinib group and 2% of pts in the placebo group. A total of 16 deaths occurred 

through to 30 days after the last dose: 7% in the cabozantinib group and 11% in the placebo group. None of 

these grade 5 events were considered treatment-related. In the cabozantinib group, five pts died from 

disease progression or thyroid cancer. The other four pts had the following AEs leading to death: arterial 

haemorrhage, cardiorespiratory arrest, pneumonia, and pulmonary embolism (one patient for each). In the 

placebo group, four pts died from disease progression or thyroid cancer. The other three pts had the 

following AEs leading to death: cardiac arrest, cerebrovascular accident, and general physical health 

deterioration [4]. 

 

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 60mg 30tabs/pack: 

€5,821.13 (ex-factory) [5]. 

 

Epidemiology: 

It is estimated that in Italy, in 2014, 

about 16,300 new cases of thyroid 

carcinoma were diagnosed (about 4% 

of all new cases of malignant 

neoplasms) of which three quarters in 

women. Thyroid cancer is the most 

frequent (approximately 90% of cases) 

neoplasia of the endocrine system and 

accounts for approximately 3.8% of all 

neoplasms [6]. 

 

POSSIBLE PLACE IN THERAPY 

Lenvatinib and sorafenib should be 

considered the standard first-line 

systemic therapy for RAI-refractory 

DTC. Pts that experience treatment 

resistance and have disease 

progression have only few treatment 

options with no standard of care [7]. 

 

OTHER INDICATIONS IN 

DEVELOPMENT: Yes (Prostate cancer, 

ovarian cancer, osteosarcoma, NSCLC) 

[8]. 

 

SAME INDICATION IN EARLIER LINE(S) 

OF TREATMENT: No [8]. 

 

OTHER DRUGS IN DEVELOPMENT for 

the SAME INDICATION: Anlotinib, 

Everolimus + Pasireotide, Surufatinib + 

Toripalimab [9]. 

*Service reorganization Y/N: Yes 

*Possible off label use Y/N: Yes 
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