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ARE ALL NON CLEAR CELL THE SAME? ‘
MiT family
- TPS3, PTEN, MT-ND Papilla Translocation SDH-Deficient
Clear Cell RCC Chromophobe i pillary RcC RCC
: Classic pattern of PRCC: i (2
0Old “type 1" MET, Chr? trisomy
0ld “type 2" COXN2A, MYC, NRFZ/ARE
Other morfological patterns:
Biphasic PRCC - NF2 loss
PRCC rev polarity = KRAS mut
VHL / Chr3p loss oy
Incidence: 75% tumor, predominant sofid growth or vacuolated ~1% <1%
: PBAMI, SETD2, Add Grading |
Median Age: 62 BAPY, KOMSC 31-49 38
TSC1/2, MTOR Molecularly defined entitites
Prognosis: Variable Wi i ] Often poor Variable
FH-deficient/HLRCC > FH mutation (often good)
= SDH mutation
Molecular 3p loss, 9 ALK fusions TFE3/TFEB SDHA, SDHB,
Alterations: VHL 3 TFE3 fusion translocation SDHC, or SDHD
: = TFEB fusion
Therapeutic HIF, VEGF, - w n u\ll 3 ELOC mutation TFE3IPISKIAKT/ Metabolism
R mTOR
2 81 deficient ) SMARCB loss

Targets: mTOR

Zoumpourlis P et al. Clin Genitourin Cancer 2021
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PATIENTS INCLUDED IN PHASE [II TRIALS |

TOTAL Of PACIENTES

ccRCC

75% 7,908

CERO

Courtesy of Dr Pinto
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GUIDELINES |

Advanced and metastatic pACC

Advanced ang metastasic
non-chssr-cefl and non-pagiliary RCC

A systamic therngy that has not been given previcusly [N, G
Cabararmiodh [N, O]
Sunithib V. Q)
Ewvercfimus IV, G}
Pambrolizumab* (W, G

Recommendations
Proferred Other R ded Usaeful in Cs
" ™ " ™ " " " ™
Offer cobazamtinb ta patients with pepifiary RCC (pREC) hased an a positive randomised Woak :g"‘l .“‘MII 'm’ 1 papill R'g:: toding :A'. mllvmn
contralied trial, «Cab +NI DL hereditary leiomyomatosis and renad cell cancer  * Everolimus + Bavaczumab'
« Lenvatinib + Pembrolizumab?  (HLRCC)-associated RCC {HERED-RCC-D) * tpllimumab + Nrvolumab® 4 (category 28)
+ Everolsmus/Lenvatinib
Offer | b plus pemd b or nivalumat plus cabozantinib to patenits with Weak « Nivolumab™©
PACC based on emall gingle-anm s A
* Sunitinib
NCCN 2026
EAU 2026

ESMO 2024



CABOMETYX, en combinaciéon con nivolumab, esta Resuelto No incluida
indicado para el tratamiento de primera linea de pacientes

adultos con carcinoma de células renales avanzado (ver

seccion 5.1).

OPDIVO en combinacion con cabozantinib esta Resuelto No incluida
indicado para el tratamiento de primera linea de

pacientes adultos con carcinoma de células

renales avanzado (ver seccion 5.1).

KISplyX esta Inaicado para el tratamiento ae aauitos Kesuelto NO Incluiaa
con carcinoma de células renales (CCR) avanzado en

combinacion con pembrolizumab, como tratamiento

de primera linea

Kisplyx esta indicado en combinacion con everolimus  Resuelto No incluida
para el tratamiento de pacientes adultos con

carcinoma de células renales (CCR) avanzado tras un

tratamiento previo dirigido al factor de crecimiento

Barata P JCO 2024

endotefal vascular.

Bergmann L et al Ann Oncol 2025



Il JORNADA DE ACTUALIZACION EN URO-ONCOLOGIA:

UPDATE 2026
CLINICAL TRIAL PROTOCOL D OPEN ACCESS | swvmmme
STELLAR-304: 3 phase lli study of zanzalintinib (XL092) plus nivolumab in advanced
non-clear cell renal cell carcinoma Receptor tyrosine kinases Kinase ligands
5 K Pal o, Th Powles”, R o, Javter Molina-Carmillo 4. Daren R, Feldman o, ITm 'MET YVEGFR 0 GAS6 (0 HGF A VEGF
Pedro Barsta o, mmvmw Zhong Wang, Prachi Nandosks™ and Cristine Suanez o
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CONCLUSIONES

- Non clear cell tumors are heterogeneous association of completely different tumors
- Cabozantinib seems the best option in pRCC attending to phase |l randomized trial

- New immunotherapies and combinations are promising but today we have no solid
randomized data

- We urgently need randomized phase lll trials in nccRCC

- Biomarkers are conspicuous by their absence in kidney cancer
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