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The current knowledge

There are no approved neoadjuvant treatments for localized RCC prior to 
nephrectomy

There are 2 approved therapis for patients with high risk RCC after surgery

Nephrectomy can potentailly cure patients with early localized disease; however risk of 
recurrence in stage II-III remains significant, with 20-40% experiencing local or distant 

relapse

Perioperative systemic treatments have been successful in several other solid tumors 
(bladder, breast, lung, colon,…), but perioperative strategies with systemic terapy have 

lagged in RCC
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Despite surgery, risk of recurrence remains high

1. - Stephenson AJ, et al. J Urol 2004.   2. – Marconi L, et al. Clin Genitourin Cancer. 2021



Adjuvant trials testing TKIs and mTORi in RCC

Haas NB, Lancet 2016; Ravaud A, NEJM 2016; Motzer RJ, J Clin Oncol 2017; Gross-Goupil M, Ann Oncol 2018; Motzer RJ, Eur Urol 2018;  Ryan CW, ASCO GU 2022

TRIAL ENDPOINT STATISTICALLY
SIGNIFICANT?

ASSURE DFS NO

SORCE DFS NO

S-TRAC DFS YES

PROTECT DFS NO

ATLAS DFS NO

EVEREST DFS NO



Several classifications predict risk of recurrence

Model Parameters Outcome Risk groups Type

UISS (UCLA) TNM, grade, ECOG OS 3 KM analysis

SSIGN TNM, pN+, pM+, grade, tumor size, necrosis CSS - Algorithm

Leibovich 2003 TNM, pN+, grade, tumor size, necrosis MFS 3 Algorithm

Leibovich 2018 2003 +other 7 PFS, OS - KM analysis

GRANT TNM, pN+, Grade, Age DFS, OS 2 Algorithm

VENUSS TNM, pN+, grade, tumor size, tumour thrombus RFS 3 Algorithm

MSKCC TNM, T size, grade, necrosis, symptoms RFS Nomogram

Kattan TNM, T size, histology, symptoms RFS Nomogram

Yaycioglu T size, symptoms RFS 2 Formula

Karakiewic TNM, age, sex, +margin, T size, symptoms CSS Nomogram

Cindolo T size, symptoms RFS 2 Formula

Rini 16 gene signature RFS 3 Gene signature

Wei 6 SNP signature + TNM,grade, necrosis RFS Nomogram

Zisman et al, JCO, 2002:  Frank et al, J Urol 2002: Leibovich et al, Cancer, 2003; Leibovich et al, Eur Urol, 2018; Sorbellini et al, J Urol, 2005; Kattan et al, J Urol, 
2001; Yaycioglu et al, Urology, 2001; Karakiewicz et al, JCO, 2007; Cindolo et al, BJU Int, 2003; Rini et al, Lancet Oncol 2015; Wei et al, Lancet Oncol 2019



Limited interchangeability

Rosiello G, et al, Urol. Oncol 2022

Clinical progression 
(clear cell)

Different prognostic performance



1. –Choueiri TK et al, NEJM 2021;  2. – Pal, SK. et al, Lancet 2022;  3.- Motzer R. et al, ESMO 2022   ; 4.- Allaf M. et al, ESMO 2022

Phase III trials with adjuvant ICIs in RCC



Keynote-564: Adjuvant Pembrolizumab

Choueiri TK et al, NEJM 2021;  Powles T, et al, Lancet Oncol 2022



Keynote-564: The population

Choueiri TK et al, NEJM 2021;  Powles T, et al, Lancet Oncol 2022



Keynote-564: Baseline characteristics

Choueiri TK et al, NEJM 2021;  Powles T, et al, Lancet Oncol 2022



KEYNOTE-564, DFS in ITT population

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022



KEYNOTE-564, DFS in ITT population

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022



1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

DFS in key subgroups



1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

OS in ITT population



1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022



19% of G3-4 AEs

21% of treatment discontinuation 
due to all-cause AEs 

36% of IRAEs; 9% were G3-4

8% of pts needed high-dose steroids 
for IRAEs

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

Pembro safety in KN564



The negative phase 3 trials

Pal SK, et al. Lancet 2022; RJ Motzer, et al. Lancet 2023;  Allaf ME, et al. ESMO 2022



1.-Bex A. et al, Immotion 010. ESMO 2022; 2.-Motzer R. Checkmate 914 (Part A). ESMO 2022;  3.-Allaf M. PROSPER. ESMO 2022; 

Design of negative phase III studies testing ICI in RCC

KEYNOTE-564
N=994

Immotion010
N=778

CM914 part A
N=816

PROSPER
N=819

Treatment arms
& expected duration

Pembro x17 Q3W
Vs Pbo

51 weeks

Atezo x 16 Q3W vs Pbo
48 weeks

Ipi1x4 Q6W
+ Nivo3 x12 Q2W

Vs Pbo + Pbo
24 weeks

Nivox1 NA →Nephr.
→Nivo x9 Q4W
VS observation

36 weeks



KEYNOTE-564
N=994

Immotion010
N=778

CM914 part A
N=816

PROSPER
N=819

pT2 G4/sarcomatoid

86%

pT2 G4

64%

pT2a G3/4
15% cT1 3%

pT2b any G

pT3 any G pT3a G3/4 pT3 any G 78% cT2 49%

pT4 any G
8%

pT3b/c or pT4 any G
21%

pT4 any G
7% cT3/T4 48%

N+ N+ N+

M1 NED
≤1 year from
nephrectomy

6%
M1 NED

Synchronous /
metachronous

14% oligoM1 3%

Intermediate- 
High risk

High risk

M1 NED

1.- Choueiri T, et al. NEJM 2021; 2- Pal SK, et al. Lancet 2022; 3.- RJ Motzer, et al. Lancet 2023;  4.- Allaf ME, et al. ESMO 2022

Profile of patients included in perioperative phase 3 
trials testing ICIs

≈20% non-clear 
cell



RJ Motzer, et al. Lacner 2023

Checkmate-914: Did toxicity impact the outcome?





Sapna P. Patel et al, ESMO 2022

Can we extrapolate the melanoma model?
From adjuvant to perioperative



Should we focus on 
biomarker-driven studies 
rather than a prognostic 

selection?

Motzer RJ, et al, Cancer Cell 2020; Vano YA, et al, Lancet Oncol 2022; Motzer RJ, et al, JITC 2022



Entonces, ¿a quien ofrecer tratamiento con 
Pembrolizumab adyuvante?



Discuss Pros & Cons with patient



30





• Pembrolizumab adyuvante es nuevo estándar, que ha demostrado una disminución 
del riesgo de recaida tras nefrectomía. Desconocemos el impacto de este en OS 

• El perfil de toxicidad de Pembrolizumab es el ya conocido previamente, existe un 
riesgo bajo de toxicidades crónicas graves

• Hay que discutir con los pacientes que cumplan criterios de riesgo KN-564 (riesgo 
intermedio-alto, alto y M1 NED )las ventajas, potenciales inconvenientes y áreas de 
desconocimiento de este tratamiento

• Los 3 estudios negativos con inmunoterapia tienen múltiples causas: menor 
efectividad, toxicidad, esquema y duración de tratamiento, diseño del estudio, …

• Hay espacio para el desarrollo de estudios con IO perioperatoria en pacientes 
seleccionados por biomarcador

• Es fundamental la interacción multidisciplinar y favorecer la discusión de los 
pacientes nefrectomizados en los comités de tumores
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