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CABOZANTINIB

Segunda linea en cancer renal
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A Cabozantinib es un farmaco oral,
inhibidor de multiples tirosin
guinasas, entre las que se

. Motility
e N Cue ntran . Invasion
. Metastasis
A MET
. Cabozantinib
A AXL
A VEGFR, 2, 3

A Cabozantinib, al no limitarse a

Endothelial cell

] Hypoxic
bloquear las senales mediadas “~«' @
por VEGF, tiene un mecanismo e
accion mas amplio: VEGHR o
A Lo que podria ser util para superar VEGF tirgeted therapes| "

mecanismos de resistencia al
tratamiento antiangiogénico
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Papel de MET, AXL y VEGF
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ORIGINAL ARTICLE ‘

Cabozantinib versus Everolimus in Advanced
Renal-Cell Carcinoma

Cabozantinib
60 mg qd orally

Advanced RCC (N=650) T —

* Clear cell histology by RECIST 1.1
* Measurable disease every 8 weeks

* Progression on prior VEGFR TKI within 6 Randomization 1:1
months of enroliment No cross-over allowed Treatment until loss
* No limit to the number of prior therapies of clinical benefit or
+ Antibodies targeting PD-1/PD-L1 allowed intolerable toxicity
» Brain metastases allowed if treated
Everolimus

10 mg qd orally

Stratification:

« MSKCC'risk groups: favorable, intermediate, poor
* Number prior VEGFR-TKIs: 1, 2 or more

Choueiri et al. NEJM 201
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ORIGINAL ARTICLE ‘

Cabozantinib versus Everolimus in Advanced
Renal-Cell Carcinoma

* Primary endpoint: progression-free survival (PFS)

Assessed by independent radiology review committee (IRC)
259 events to achieve 90% power
Among first 375 enrolled patients

Hypothesized 50% increase in PFS (hazard ratio = 0.667)

« Secondary endpoints:
— Overall survival (OS)
» 408 events among 650 planned patients
* |nterim analysis at the time of primary PFS analysis
— Objective response rate (ORR) by IRC

Choueiri et al. NEJM 201
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Median age, years (range) co 6pc cybo CH 6pp cyl

Enroliment Region, %

ECOG Performance Status, %

o/ e8/32  66/34
MSKCC risk group, %

Intermediate 42 41

Metastatic sites per IRC, %

Liver 27 31

Choueiri et al. NEJM 201
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Median
O BJ ETIVO PRIN C IPAL MNo.of Progression-free MNo.of
pl% Patients Survival Events
mo (95% Cl)
100 Cabozantinib 187 7.4 (5.6—9.1) 121
Everolimus 188 3.8 (3.7-5.4) 126

Hazard ratio for progression or death,
0.58 (95% Cl, 0.45—0.75)
P<0.001

Cabozantinib
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Sunitinib as Only Prior VEGFR TKI
Post-hoc PFS Subset Analysis

100-

Median PFS No. of
mo (95% ClI) Events

—+ Cabozantinib (N=76) 9.1 (5.6-11.2) 45
-+ Everolimus (N=77) 3.7 (1.9-4.2) 58

Hazard ratio, 0.41 (95% CI 0.28-0.61)
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Choueiri et al. NEJM 20
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OBJETIVO SECUNDARIASA DE RESPUESTA

Cabozantinib (n=330) Everolimus (n=328)
IRC Investigator IRC Investigator
ORR, % (95% ClI) 17 (1x22)* 24 (1%29) 3 (X6) 4(7)

Partial response, %

Progressive disease, % 12 9
|

Median time to first response, 1.91 1.91 2.14 3.50
months (95% CI) (1.6, 11.0) (1.3, 9.8) (1.9, 9.2) (1.8, 5.6)

Choueiri et al. NEJM 20
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Cabozantinib versus everolimus in advanced renal cell
carcinoma (METEOR): final results from a randomised,
open-label, phase 3 trial
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21.4 vs 16.5 months

HR 0-66 (95% Cl 0-53-0-83); p=0-00026
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Choueiri et al. Lancet Oncol 20
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Owverall Survival Progression-Free Survival
No. of
pts ' Hazard Ratio i Hazard Ratio
Overall 654 i 066 0.51
MSKCC risk group I :
Favoregle 300 += 066 I 051
Iniarmecia 274 -, D67 : D47
Faar B4 —l— 065 0.70
Prior VEGFR THI | -
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Bone metastases 1 :
Mo 516 -1 D.71 I D.57
Yes 14z —— | 0.54 I 0.3
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