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Figura 2. Tumores mas frecuentemente diagnosticados en el mundo. Estimacion para el ano 2020, ambos se] g SEO
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Figura 8. Estimacion de la prevalencia a los 5 anos de canceres especificos en hombres en Espana para el afio 2020.
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Nuevos casos de Ca. Renal

Diagnosticados en Espaia en 2020
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2|. Keegan, KA. et al. Histopathology of surgically treated renal cell carcinoma:
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N - Regional Lymph Nodes

T - Primary Tumour
TX Primary tumour cannot be assessed
TO No evidence of primary tumour
T1 Tumour < 7 cm or less in greatest dimension, limited to the kidney
Tla  Tumour <4 cm or less
Tlb  Tumour>4cmbut<7cm
T2 Tumour > 7 cm in greatest dimension, limited to the kidney
T2a  Tumour =7 cmbut<10cm
T2b  Tumours > 10 cm. limited to the kidney

NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis

N1 Metastasis in regional lymph node(s)

M - Distant Metastasis

MO  No distant metastasis

M1 Distant metastasis

Tumour extends into major veins or perinephric tissues but not into the ipsilateral adrenal
gland and not beyond Gerota fascia

T3a  Tumour grossly extends into the renal vein or its segmental (muscle-containing)
branches, or tumour invades perirenal and/or renal sinus fat (peripelvic fat), but not
beyond Gerota fascia

T3b  Tumour grossly extends into the vena cava below diaphragm

T3c  Tumour grossly extends into vena cava above the diaphragm or invades the wall of

the vena cava

Tumour invades beyond Gerota fascia (including contiguous extension into the ipsilateral

adrenal gland)
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pTNM stage grouping

Stage | T1 NO MO
Stage Il T2 NO MO
Stage Il T3 NO MO
T1,T2, T3 | NT MO
Stage IV T4 Any N MO
Any T Any N M1




pTNM stage grouping
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MSKCC risk factor

Karnofsky performance status <80%

1 O L LY

Hemoglobin <LLN (Normal men: 13.5-17.5 g/dL; normal women: 12.0-15.5 g/dL)

Corrected serum calcium >10 mg/dL (>2.5 mmol/L)

Time from diagnosis to treatment <1 year

Risk group Number of factors
Favorable 0

Intermediate 1-2

Poor 3-5
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Karnofsky performance status <80%

s O L LY

Hemoglobin <LLN (Normal m

Corrected serum calcium >1q

PLAQUETAS [—

Time from diagnosis to treatr

”
NEUTROFILOS fo-
Favorable 0

Intermediate 1-2

Poor 3-5




The Metastatic Renal Cancer Database
Consortium (IMDC) risk model

Risk factors** Cut-off point used
Karnofsky performance status < 80%
Time from diagnosis to treatment < 12 months

Haemoglobin

< Lower limit of laboratory reference range

Corrected serum calcium

>10.0 mg/dL (2.4 mmol/L)

Absolute neutrophil count (neutrophilia)

> upper limit of normal

|| Platelets (thrombocytosis)

> upper limit of normal
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CITOCINAS

2007

2018

2021

VEGF-TKI era

Interferon_AJ_f_o_o_n_o_Cn_mM_r_o_Lan_rllLM_tmjent for Cllnlcal
Trials ¢ ainced Renal
0 risk factors (B0 Patients, 21 Alive) O
. Mediana respuesta 13.8
z 1 or 2 risk factors (269 Patients, 36 Alive) . .
B)f ROIOEI"" J % 3, 4, or 5 risk faciors ( 88 Patlents, 0 Alive) | qul— mESES para grupn IntEFmEdlu
Results According to Risk Factors
Survival (months)
No. of Risk Factors %* Alive (%) Median 95% Cl 1-Year Survival (%) 3-Year Survival (%)
0 18 26 29.6 20.9, 37.8 83 45
lor2 62 13 13.8 12.4, 15.9 58 17
3,4,0or5 20 0 4.9 4.3, 6.3 20 2
*N = 437; 26 patients are missing one or more of the five risk factors.

who were missing one or more of the five risk factors were excluded. |

indicates last follow-up.
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Figura 8. L a mediana del periodo libre de progresion fue significativamente mayor con sunitinib vs !FI]
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GRUPOS INTERMEDIO Y POBRE IMDC

I aticlit \JJ/D \—I}
mo
100"“”‘-'&-&‘ Nivolumab+Ipilimumab 425 NR (28.2-NE)
50 ' Sunitinib 422 26.0 (22.1-NE)
Hazard ratio for death,
1o I Sy, 0.63 (99.8% Cl, 0.44—0.89)
_______________________________________ R P<0.001
.o;g' P 15_ __________ : Nivolumab+ipilimumab
E 50 ! ! Sunitinib DS
— 12-Mo 18-Mo
T 404 Overall Overall
g . Survival Survival 0
s (95%Cl)  (95% Cl) 8 /
N . . A 12 MESES: 80 Vs 72% 0
Nivolumab+ 80 (76-84) 75 (70-78)
10+ Ipilimumab | : A IB MESES 75 VS EI]% IEl:y
0 Sunitinib /2 (6?"—76) 60 (5:'3—65) ﬂ
0 ?I> I6 FI) 1I2 1I5 1I8 2I1 2I4 2I7 3I0 3I3
Month
o 4-5 MESES DE SUPERVIVENCIA LIBRE
Nivol b+ipili b 425 399 372 348 332 318 300 2 1
Sunitinb 422 387 352 315 288 253 225 1 DE PROGRESION
|




Table 3. Treatment-Related Adverse Events Occurring in 15% or More of Treated Patients in Either Group.*

Event

All events

Fatigue

Pruritus

Diarrhea

Rash

Nausea

Increased lipase level
Hypothyroidism
Decreased appetite
Asthenia

Vomiting

Anemia

Dysgeusia

Stomatitis

Dyspepsia

Mucosal inflammation
Hypertension
Palmar—plantar erythrodysesthesia

Thrombocytopenia

Nivolumab plus Ipilimumab

Any GradeT

509 (93)

Grade 3 or4

number of patients (percent)

202 (37)

250 (46)

154 (28)

145 27)

23 (4)
3 (<1)
21 (4)
(1)
& (1)
56 (10)
2 (<1)
7(1)
8 (1)
4 (<1)
2 (<1)

o o . ©Oo O o o

Sunitinib
(N=535)

Any Gradef Grade 3 or 4
521 (97) 335 (63)
264 (49) 49 (9)

49 (9) 0
278 (52) 28 (5)
67 (13) 0
202 (38) 6 (1)
58 (11) 35 (7)
134 (25) 1 (<1)
133 (25) 5 (<1)
91 (17) 12 (2)
110 (21) 10 (2)
83 (16) 24 (4)
179 (33) 1 (<1)
149 (28) 14 (3)
06 (18) 0
152 (28) 14 (3)
216 (40) 85 (16)
231 (43) 49 (9)
95 (18) 25 (5)




CAMBIO EN CALIDAD DE VIDA (FSKI-13 SCORE)

Nivolumab+ipilimumab

Sunitinib

Mean Change from Baseline FKSI-19 Score

-10

— T T T T T T T T T T T T T T T T T T T T T T T T 1
0O 4 & 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104
Week

No. at Risk

Nivolumab+ipilimumab 425 347 281 239 212 180 166 152 143 139 125 108 76 44
Sunitinib 422 371 284 221 184 147 127 113 104 93 30 64 43 26
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A Overall Survival

Patients Who Were Alive (%)

No. at Risk
Pembrolizumab—axitinib
Sunitinib

100 ==l

90

80

704

60

50

40-

30

20

10

Pembrolizumab—axitinib

A 12 MESES: 83'3% Vs 78'3%

A 18 MESES: 82'3 Vs 72'1%

Hazard ratio for death,(%% Cl, 0.38-0.74)

P<0.0001

Sunitinib

I'6%

10°2%

| |
12 16

4 MESESDE |*

ASUPERVIVENCIA| == =

20 24
18 0
20 0




B Overall Survival According to Subgroup

No. of Deaths/
Subgroup No. of Patients

Overall 156/861

Hazard Ratio for Death (95% ClI)

0.53 (0.38-0.74)

N TUDUS LUS GRUPHS Dt

Region of enrollment

IMDC risk category

Intermediate
Poor
Karnotsky performance-status score
90 or 100
70 or 80
PD-L1 combined positive score

<1
=1

NGO Ol 0O

A e

| INDEPENUIENTEMENTE DE ESTADU FO-LI £

North America 31/207
Western Europe 31/210
Rest of the world 94/444

17/269
93/484
46/108

88/688
67/172

54/325
90/497

0.69 (0.34-1.41)
0.46 (0.22-0.97)
0.51 (0.33-0.77)

64 (0.24—1.68
0.53 (0.35-0.82
0.43 (0.23-0.81)

0.53 (0.35-0.82)
0.49 (0.30-0.81)

0.59 (0.34-1.03)
0.54 (0.35-0.84)




Table 2. Summary of Confirmed Objective Response.*

Variable
Objective response rate — % (95% CI) 7

Best overall response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Could not be evaluated::
Not assessed
Median time to response (range) — mo

Median duration of response (range) — mo||

Pembrolizumab—Axitinib
(N=432)

59.3 (54.5 to 63.9)

23T7(53.5)
106 (24.5)
47 (10.9)

8 (1.9)

> (3-9)

8 (1.5 to 16.6)
(

Not reached (1.4+ to 18.2+)

Sunitinib
(N =429)

35.7 (31.1 to 40.4)

8 (1.9)
145 (33.8)
169 (39.4)
73 (17.0)
6 (1.4)
8 (6.5)
9 (2.1to0 15.1)
15.2 (1.1+ to 15.4+)
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Figure 7.1: Updated European Association of Urology Guidelines recommendations for the treatment

Alternative in patients who
can not receive or tolerate
immune checkpoint inhibitors

IMDC intermediate
and poor risk

Pembrolizumab/
Axitinib [1D]

Pembrolizumab/
Axitiinib [1b]
Ipilimumab/

Nivolumab [1b]

Sunitinib  [1b]
Pazopanib* [1b]

Cabozantinib [2a]
Sunitinib [1b]
Pazopanib* [1b]

IMDC = The International Metastatic Renal Cell Carcinoma Database Consortium
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Probability of Progression-free Survival

No. at Risk

Sunitinib

1.0
0.94
0.8
0.7

A Kaplan-Meier Analysis of Progression-free Survival

Lenvatinib+

Hr 0,33

Median Progression-
free Survival (95% Cl)

Pembrolizumab

Lenvatinib+

Everolimus

Sunitinib

Hazard ratio for disease progres-
sion or death (lenvatinib+
pembrolizumab vs. sunitinib),
0.39 (95% Cl, 0.32-0.49);
P<0.001

0.6

0.5 Lenvatinib+pembrolizumab

0.4

0.34

0.2 Lenvatinib+everolimus

0-19 Sunitinib

0.0 I I I I I I I I I I I I I I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Lenvatinib+pembrolizumab 355 321 300 2]
—| Lenvatinib+everolimus 357 305 259 2§

357 262 218 14

Lenvatinib + Pembrolizumab: 23.9 meses
Lenvatinib + Everolimus: 14.7 meses
Sunitinib: 9.2 meses

Hazard ratio for disease progres-
sion ordeath (lenvatinib+

23.9 (20.8-27.7)
14.7 (11.1-16.7)

9.2 (6.0-11.0)

mo

eve
G5
<0

14.7

itinib),
p—0.80);
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R. Motzer, B. Al

M.J. Méndez-Vidal, V
P. Maroto, J.C. Gc¢

U. De Giorgi, S. W

B Subgroup Analysis of Progression-free Survival

Lenvatinib+

no. of events/no. of patients
Overall 160/355 205/357 —— ‘

Subgroup Pembrolizumab Sunitinib Hazard Ratio for Disease Progression or Death (95% Cl)

0.39 (0.32-0.49)

b

Independientemente estado PD-LI

En todos los grupos de riesgos IMDG

Rest of the world 74/157 97/158 — 0.36 (0.26-0.49)
MSKCC risk group

Favorable 39/96 60/97 — 0.36 (0.23-0.54)

Intermediate 101/227 126/228 — 0.44 (0.34-0.58)

Poor 20/32 19/32 - 0.18 (0.08-0.42)
IMDC risk group

Favorable 43/110 67/124 —— 0.41 (0.28-0.62)

Intermediate 97/210 110/192 —_— 0.39 (0.29-0.52)

Poor 18/33 26/37 —_— 0.28 (0.13-0.60)

Baseline Karnofsky performance-status score

100-90 125/295 172/294 — 0.38 (0.30-0.48)

80-70 35/60 33/62 —_— 0.44 (0.26-0.74)
No. of organs with metastases

1 39/97 54/108 —_— 0.46 (0.30-0.71)

=2 120/254 150/246 —— 0.36 (0.28-0.47)
PD-L1 combined positive score

=1 51/107 78/119 —_— 0.40 (0.27-0.58)

<1 48/112 58/103 —_— 0.39 (0.26-0.59)

o o 00

Lenvatinib+Pembrolizumab Better Sunitinib Better
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A Kaplan-Meier Analysis of Overall Survival

R. 1.0 i
| . : Median Overall
M~J-PM|C 0.9 Lenvatinib+pembrolizumab Survival (95% Cl)
U. [: TU 08_ mo
S . s
i o e, gty R (36N
= t d
v 0.6 . .
R Lenvatinib+everolimus Lenvatl'n|b+ NR (NE-NE)
> 057 Everolimus
% 0.4- Sunitinib NR (NE-NE)
S 0.3+ .
o figib
S 0.21 pembrolizumab vs. sunitinib),
0.1 0.66 (95% CI, 0.49-0.88);
' P=0.005
0.0 I I I I I I I

| | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 HHLdIU IdLlo 10T dedir (1ErvdLimib+
eve

Months 1.19 Hr. u EE
No. at Risk P=( r

Lenvatinib+pembrolizumab 355 342 338 327 313 280 253 222 188 129 66 26 10 2
Lenvatinib+everolimus 357 346 321 299 277 246 205 183 154 109 46 22 & 2
Sunitinib 357 332 307 289 264 236 207 186 160 112 60 25 7 2 2 1 0

o o
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LeII Table 2. Confirmed Tumor Responses.*
R. Motzer, B, Lenvatinib plus Lenvatinib plus
M.J. Méndez-Vidal Pembrolizumab Everolimus Sunitinib
P Maroto, J.C. || Measure (N =355) (N=357) (N =357)
U. De Giorgi, S
Objective response (95% Cl) — %7 I 71.0 (66.3-75.7) I 53.5 (48.3-58.7) 36.1 (31.2-41.1)
Relative risk vs. sunitinib (95% Cl) 1.97 (1.69-2.29) 1.48 (1.26-1.74) Reference
Best overall response — no. (%)
Complete response | 57 (16.1) | 35 (9.8) 15 (4.2)
Partial response 195 (54.9) 156 (43.7) 114 (31.9)
Stable disease 68 (19.2) 120 (33.6) 136 (38.1)
Pr n ] D n |O)
| Tasa respuesta objetiva 71% conlb% |,
Medi; I 16.62)
e respuesta completa o)

— 111
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Lenvatinib plus Pembrc
for Advanced Ren

R. Motzer, B. Alekseev, S.-Y. Rha, C. Porta, M. Eto,

M.J. Méndez-Vidal, V. Kozlov, A. Alyasova, S.-H. Hong, s
P. Maroto, J.C. Goh, M. Kim, H. Gurney, V. Patel, A.

U. De Giorgi, S. Wong, J. Bedke, M. Schmidinger, C.I

D. Xing, and T.K. Choueiri, for

Event

Any event

Hypertension

Hypothyroidismz:
Decreased appetite
Fatigue

Nausea

Stomatitis
Dysphonia

Weight decrease
Proteinuria

Palmar—plantar erythrodysesthesia
syndrome

Arthralgia
Rash
Vomiting
Constipation

Dysgeusia

Lenvatinib plus Pembrolizuma
(N=352)

Any Grade Grade =37

351 (99.7
216 (61.4
195 (55.4

I

)
)
)
166 (47.2)
142 (40.3)
141 (40.1)
126 (35.8)
122 (34.7)
105 (29.8)
105 (29.8)
104 (29.5)
101 (28.7)
9 (28.1)
6 (27.3)

2 (26.1) 1
9 (25.3)

3 (12.2)

Sunitinib

(N=340)
Any Grade Grade =37
335 (98.5) 244 (71.8)
18 (5.3)

m 64 (18.8)

90 (26.5) 0
105 (30.9) 5 (1.5)
125 (36.8) 15 (4.4)
113 (33.2) 2 (0.6)
131 (38.5) 7(2.1)
4 (4.1) 0
1(9.1) 1(03)
43 (12.6) 10 (2.9)
127 (37.4) 13 (3.8)
52 (15.3) 1 (0.3)
47 (13.8) 2 (0.6)
68 (20.0) 5 (1.5)
64 (18.8) 0
95 (27.9) 1 (0.3)




The NEW ENGLAND JOURNAL of MEDICINE

CheckMate 9ER

ORIGINAL ARTICLE

Nivolumab plus Cabozantinib versus SLP (PF3)

A Progression-free Survival

T 10 No. of Median
g 0.9 Patients (95% ClI)
Y038 mo
o Nivolumab+ 323  16.6 (12.5-24.9)
e 0.7+ -
z Cabozantinib
= 0.6+ Sunitinib 328 8.3 (7.0-9.7
% Nivolumab+cabozantinib ( )
= 0.5 Hazard ratio for diseasp
g 0.4 progression or deat
S 0.3+ (95% Cl, 0.41-0.64)
- : P<0.001
= 0.2
e
g O Sunitinib
o unitini
o 0.0 T T T T T T T T 1
0 3 6 ] 12 15 18 21 24 27

Months

LRy e

No. at Risk
Nﬁfq?ur_nfmcabozantmib 25 29 |- Nivolumab + Cabozantinib: 16,6 meses p 4\ 8 3
Sunitinib 328 228 .

- Qunitinib: 8,3 meses v
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B Overall Survival

Nivolumab+cabozantinib

No. of Median

Patients (95% Cl)
0.6- o

Sunitinib
Nivolumab+ 323  NR (NE)

0.4 89.7% Vs 7a.6% Cab:ian'}::::tt; 328 NR (22.6-NE)

Probability of Overall Survival
(=)
T

0.3+
0.2 Hazard ratio for death, 0.60
' (98.89% Cl, 0.40—0.89)
0.1- P=0.001
0.0 I I I T I I I T I |
0 3 6 9 12 15 18 21 24 27 30
Months H n En

No. at Risk Il. [
Nivolumab+cabozantinib 323 308 295 283 259 184 106 55 11 3 0

e Sunitinib 328 296 273 253 223 154 83 36 10 3 0




B Overall Survival, According to Subgroup

No. of Nivolumab+
Subgroup Patients  Cabozantinib Sunitinib Hazard Ratio for Death (95% Cl)
no. of events/no. of patients
Overall 651 67/323 99/328 —— | 0.60 (0.44-0.82)
Region |
United States and Europe 319 26/158 45/161 * E 0.48 (0.30-0.79)
Rest of the world 332 41/165 54/167 ——— i 1,07
{|] IMDC prognostic risk :
Suni| ravorable 146 10/74 11/72 ; 0.84 (0.35-1.97)
Intermediate 376 40/188 51/188 — L 0.70 (0.46-1.07)
TG Poor 129 17/61 37/68 o ! 0.37(0.21-0.66)
V.M PD-L1 expression :
J.C. >1% 166 28/83 30/83 : 0.80 (0.48-1.34)
J. Zof <1% or indeterminate 485 39/240 69/245 — e | 0.51 (0.34-0.75)
Age |
<65 yr 401 31/191 66/210 _— ! 0.44 (0.29-0.67)
=65 yr 250 36/132 33/118 —— 0.90 (0.56-1.44)
Sex
Male E d I d n I M D E ).40-0.85)
n todos los grupos de riesgos o1
Karnofsky performa
90 or 100 n ).47—1.03)
oo Independientemente estado PD-L1 1-039

Bone metastases
Yes
No

Previous nephrectomy
Yes
No

150
501

455
196

24/78
43/245

36/222
31/101

33/72
66/256

66/233
33/95

|
0.06 0.12 0.25 0.50

—
-

Nivolumab+Cabozantinib Better

Sunitinib Better

0.54 (0.32-0.92)
0.61 (0.41-0.89)

0.49 (0.33-0.74)
0.79 (0.48-1.29)
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Table 3. Adverse Events (As-Treated Population).*
Nivolumab plus Cabozantinib Sunitinib
Nivl| Event (N=320) (N =320)
Sunitini Any Grade Grade =3 Any Grade Grade >3
T K. Chouei number of patients (percent)
V.M. Oyervill Any event 319 (99.7) 241 (75.3) 317 (99.1) 226 (70.6)
ﬁ‘%&féi‘é Diarrhea 204 (63.8) 22 (6.9) 151 (47.2) 14 (4.4)
M.A. M| Palmar—plantar erythrodysesthesia 128 (40.0) 24 (7.5) 130 (40.6) 24 (7.5)
Hypertension 111 (34.7) 40 (12.5) 119 (37.2) 42 (13.1)
Hypothyroidism 109 (34.1) 1 (0.3) 94 (29.4) 1(0.3)
Fatigue 103 (32.2) 11 (3.4) 111 (34.7) 15 (4.7)
Increased ALT level 0 (28.1) 17 (5.3) 27 (8.4) 7(2.2)
Decreased appetite 90 (28.1) 6 (1.9) 65 (20.3) 4 (1.2)
Nausea 85 (26.6) 2 (0.6) 98 (30.6) 1 (0.3)
Increased AST level 1(25.3) 11 (3.4) 35 (10.9) 4(1.2)
Dysgeusia 6 (23.8) 0 69 (21.6) 0
Asthenia 1(22.2) 14 (4.4) 59 (18.4) 10 (3.1)
Rash 9 (21.6) 6 (1.9) 26 (8.1) 0
Mucosal inflammation 6 (20.6) 3 (0.9) 81 (25.3) 8 (2.5)
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Table 2. Objective Response (Intention-to-Treat Population).*

Nivolumab plus

Cabozantinib Sunitinib
Variable (N=323) (N=328)
Confirmed objective response — % (95% CI) 55.7 (50.1-61.2) 27.1 (22.4-32.3)
Confirmed best overall response — no. (%)
Complete response 26 (8.0) 15 (4.6)
Partial response 154 (47.7) 4 (22.6
Stable disease 104 (32.2) 138 (42 1

Progressive

neseo{ 18Sa de respuesta objetiva de 33.7% con un
il 8% de respuesta completa

—6.
Median duratiq

)
)
7)
7.1)

9)

~18.4)
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Figure 7.1: Updated EAU Guidelines recommendations for the first-line treatment of metastatic clear-cell

RCC

Standard of Care

Alternative in patients who can
not receive or tolerate immune
checkpoint inhibitors

IMDC favourable risk

nivolumab/cabozantinib [1b]
pembrolizumab/axitinib [1b]
pembrolizumab/lenvatinib [1b]

sunitinib™ [1b]

pazopanib® [1b]

IMDC intermediate and
poor risk

nivolumab/cabozantinib [1b]
pembrolizumab/axitinib [1b]

pembrolizumab/lenvatinib [1b]
nivolumab/ipilimumab [1b]

cabozantinib™ [2a]
sunitinib*[1b]
pazopanib® [1b]

IMDC = The International Metastatic Renal Cell Carcinoma Database Consortium

“pazopanib for intermediate-risk disease only.
[1b] = based on one randomised controlled phase Il trial.

[2a] = based on a well-designhed study without randomisation, or a subgroup analysis of a randomised

controlled trial.
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Cluster PFS HR (95% CI) p-value mPFS mPFS

1 - Angio/stromal 1.11(0.65-1.88) 0.708 15.3 13.9 ——

2 - Angiogenic 1.16 (0.82-1.63) 0.397 13.8 14.2 HiH

3 - Complement/Q-ox. 0.92(0.63-1.34) 0666 8.1 71 i

4 - T-eff/Proliferative 0.52 (0.33-0.82) 0.005 10.9 6.1 —a—

5 - Proliferative 047 (0.27-0.82) 0.007 8.3 4.3 —a—
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7 - snoRNA 0.10 (0.01-0.77) 0.028 NR 74 B :
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HR PFS

4.00
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Sunitinib
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CTLA-4

VEGF-targeted therapy

Evolucian tto 12 Linea

e Sunitinib
* Pazopanib
« Bevacizumab +

INF o

mTOR inhibitor

2006-2003

Temsirolimus
(riesgo pobre)

Cabozantinib
(riesgo
intermedio o
pobre)
(CABOSUN)

2017

Ipilimumab +
Nivolumab 4 cicles
then Nivoluman
(riesgo intermedio
o pobre)
(Checkmate 214)

2018

Pembrolizumab +
AXitinib
(KEYNOTE-426)

Avelumab +

AXitinib

(JAVELIN renal 101)
Atezolizumab

+Bevacizumab
(lImmotion-151)

Nivolumab +
Cabozantinib
(CheckMate-9ER)

Pembrolizumab +
Lenvantinib
(CLEAR-arm?2)

2019

Pembrolizumab +
Everolimus
(CLEAR-arm1)

Ipilimumab +
Nivolumab +
Cabozantinib 4
ciclos, luego
Nivolumab +
Cabozantinib
(riesgo intermedio
o pobre)
(Cosmic-313)

Ipilimumab +
Nivolumab 4 ciclos
luego Nivolumab +

Cabozantinib)

(PDIGREE)
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Probablity of Progression Free Survival
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SELECCION DE PACIENTES



El CCR es un tumor urolagico frecuente con un porcentaje alto de MTX al inicio o bien durante el
sequimienta.

. El entendimiento de la Biologia Molecular del CER nos ha permitido mejorar |as dianas

terapéuticas y aumentar la supervivencia.

E
C

E

tratamiento con combos con inmunoterapia esta revolucionando el tratamiento con beneficio
aro sobre la Sb del paciente.
futuro de las posibles combinaciones es prometedor, estamos a la espera de sus resultados.







