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Problema clinico

- Incidencia en aumento: 431.288 casos nuevos en 2020

- A pesar del tratamiento local, 1 de cada 4 pacientes no estaran vivos
a los 5 ainos de su diagndsico

. 64%

Mortalidad
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SEER Statistics. https://seer.cancer.gov/statfacts/html/kidrp.html
The Global Cancer Observatory. https://gco.iarc.fr/today/data/factsheets/cancers/29-Kidney-fact-sheet.pdf
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Ensayos de adyuvancia en cancer renal con TKls

Ensayo Brazo Duracmn Histologia Elegibilidad Resultado
experimental

ASSURE Sunitinib o 1943 Cualquiera >T1b
(2016) sorafenib

S-TRAC Sunitinib 615 1 Células claras > Stage I DFS HR 0.74
(2016) Alto riesgo UISS

PROTECT Pazopanib 1538 1 Células claras  pT2, pT3-4NO, N+ DFS NS
(2017)
ATLAS Axitinib 724 1-3 Células claras  pT2, pT3-4NO, N+ DFS NS
(2018)

SORCE Sorafenib 1711 1-3 Cualquiera Leibovich 3-11 DFS NS
(2020)

Haas NB et al. Lancet. 2016 May 14;387(10032):2008-16. Eisen T et al. J Clin Oncol. 2020 Dec
1,38(34):4064-4075. Ravaud A et al. N Engl J Med. 2016 Dec 8;375(23):2246-2254. Motzer R) et al. J Clin
Oncol. 2017 Dec 10;35(35):3916-3923. Gross-Goupil, M. et al Ann Oncol. 2018 Dec 1;29(12):2371-2378.
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S-TRAC: El Unico estudio con TKIs que demostré una mejora significativa en DFS

No se identificaron diferencias en supervivencia global

1.0 4
0.9 -
c
S 0.8+
-t
g
S 07
5 06
=
=
2 05+
=
2 04
o ™ Median DFS, yr (95% CI)
S ¢34 — Sunitinib 6.2 (4.9-NR)
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Sunitinib 308 278 258 236 222 205 160 82 16 1 0
Placebo 306 289 269 250 231 210 172 82 23 1 0

Motzer RJ et al. Eur Urol. 2018 Jan;73(1):62-68.
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El 16 de noviembre de 2013, la FDA aprobd la indicacion de 1
ano de sunitinib en el contexto adyuvante.

Sin embargo, dado el beneficio limitado y las toxicidades
asociadas al tratamiento, el uso en la vida real fue limitado
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Table 3. Adverse Events (Safety Population).*
T « . d d I Event Sunitinib (N =306) Placebo (N =304)
OXI CI a re eva nte All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4
number of patients (percent)
Any adverse event 305 (99.7) 148 (48.4) 37 (12.1) 269 (88.5) 48 (15.8) 11 (3.6)
Diarrhea 174 (56.9) 12 3.9) 0 65 (21.4) 1(0.3) 0
- Eve Nntos a d Versos g ra d 02 3 Palmar-plantar erythrodysesthesia 154 (50.3) 46 (15.0) 3(L0) 31(102) 1(03) 0
Hypertension 113 (36.9) 24 (7.8) 0 36 (11.8) 3(L.0) 1(0.3)
[ | 60% de |
ocurrieron en e 0 e |I0S Fatigue 112 (36.6) 13 (4.2) 2(0.7) 74 (24.3) 4(13) 0
. o L. Nausea 105 (34.3) 6 (2.0) 0 42 (13.8) 0 0
pacientes que recibieron sunitinib Orsgnss 103337 0 0 wey o o
Mucosal inflammation 103 (33.7) 14 (4.6) 0 25 (8.2) 0 0
Dyspepsia 82 (26.8) 4(13) 0 19 (6.3) 0 0
Stomatitis 81 (26.5) 5 (1.6) 2(0.7) 13 (4.3) 0 0
, o . Neutropenia 72 (23.5) 23 (7.5) 3(1.0) 2(0.7) 0 0
- Sélo el 56% de los pacientes en sthenin S 0 g 200 103
. Hair-color change 63 (22.2) 0 0 7(2.3) 0 0
el ensayo S'TRAC pUd leron Thrombocytopenia 64 (20.9) 15 (4.9) 4(13) 5 (1.6) 1(03) 0
~ . Decreased appetite 59 (19.3) 2(0.7) 0 16 (5.3) 0 0
completar el afo de tratamiento qaeh sy 200 0 909 0 0
Vomiting 58 (19.0) 7(2.3) 0 20 (6.6) 0 0
Headache 57 (18.6) 2(0.7) 0 36 (11.8) 0 0
Hypothyroidism 56 (18.3) 0 0 4(1.3) 0 (]
Epistaxis 55 (18.0) 0 0 9(3.0) 0 0

Motzer RJ et al. Eur Urol. 2018 Jan;73(1):62-68. Ravaud A et al. N Engl J Med. 2016 Dec 8;375(23):2246-2254
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= 450 Pazopanib (n = 769)
* HR, 0.802; 95% CI, 0.675 to 0.954
Log-rank P =.0126
0O 6 12 18 24 30 36 42 48 54 60
Time Since Random Assignment (months)
No. at risk:
Placebo 769 612 538 506 419 319 215 122 46 3 0

Motzer RJ et al. J Clin Oncol. 2017 Dec 10; 35(35): 3916—3923
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Existen importantes diferencias en prondstico

b STRAC11 S-TRAC overall population ¢ STRAC11 S-TRAC sunitinib cohort
1004 « 1.004 -~
'-'_,." 0.75 1 Tg 0.754 Unstratified
= e HR 0.046 (2Median vs <Median)
B Unsiratified: F (95% CI1 0.015, 0.141), 2-sided p < 0.001
2 HR 0.235 (zMedian ve <Madian) 3
5 (95% CI 0.127, 0.434), 2-sided p < 0.001 T n Events Median (95% Cl), y
% 0501 g 0501 Median 32 24 14(1.2,2.1)
2 8 — =Median 40 5 NE (6.2, NE)
L 2
k- -]
= =
= ' = 0254
_g 0.25 E
£ n Events Madian (95% CI), y E
zMedian 67 38 2.3(1.5,4.1)
o004’ Censorad — <Median 66 15 MNE (6.2, NE) 0.004 + Cansored
T T T T T T T T T L) L) L) L) 1 L) L) T T
0 1 2 3 4 5 6 7 8 0 1 2 3 a4 5 6 7 ]
Ti Time (years)
MNo. at risk ime (years) No. at risk v
zMedian 67 45 30 24 19 1 3 1 0 zMedian 32 21 9 [ 3 2 0
<Median 66 55 50 44 43 35 17 2 1 =Median 40 33 k1| 30 30 24 13 1 1

Motzer RJ et al. Nat Commun. 2022 Oct 10;13(1):5959.
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Modelos prondsticos en cancer renal localizado

m

UISS TNM, grado, ECOG PS Andlisis KM
SSIGN TNM, pN+, pM+, tamafo tumoral, grado, necrosis CSS Algoritmo
Leibovich TNM, pN+, tamano tumoral, grado, necrosis MES Algoritmo
MSKCC TNM, tamafio tumoral, grado, necrosis, sintomas RFS Nomograma
Kattan TNM, tamafio tumoral, histologia, sintomas RFS Nomograma
Yaycioglu Tamafo tumoral, sintomas RFS Férmula
Karakiewic TNM, edad, sexo, margen+, tamafio tumoral, sintomas CSS Nomograma
Cindolo Tamafio tumoral, sintomas RFS Férmula
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UCLA Integrated Staging System (UISS) for
Renal Cell Carcinoma (RCC)

Provides 5-year disease-free prognosis for localized and metastatic RCC.

INSTRUCTIONS Localized disease - T stage T1 T2 13 Té
¢ Localized: Any T; NO; MO

* Metastatic: T>0; N>1; M>1
* For accurate staging, see the TNM Staging for RCC calculator

When to Use v Pearls/Pitfalls Why Use ~
Type of disease present Metastatic
L4 Ll
High Risk
Localized
54.7% Five Year survival
| Il ] IV Copy Results @ Next Steps
0 =1

https://www.mdcalc.com/calc/3009/ucla-integrated-staging-system-uiss-
renal-cell-carcinoma-rcc



HITOS .
ONCOLOGICOS: pe™"

Se necesitan mas
opciones terapéuticas
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Mas alld de los TKils

Estudio EVEREST Estudio ARISER
Everolimus Girentuximab

Recurrence-Free Survival 100+

Placebo
All Eligible, Randomized Patients | HR, 0.97 (95% CI, 0.79-1.18); - = — Girentuximab
100%1 5-vear log-rankP=74
| #atRisk Events Estimate
Everolmus 755 262 67% e 97
80% — Placebo 744 204 63% g
g ol
60% —| 5 =0
g
- £ I
E b e o
s
40% & il
= HR 0.85 (95% C|, 0.72, 1.00) DFS Placebo | Girentuximab
a P, . = 0.025* Median NR 71.4 mo
20% Toskled 5-year 51.6% 53.9%
T 0‘\ T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 J8 B4 90 96
0% T T T . : T g T T L . 1 Analysis Time, mo
#atRisk ° : Years Post—Rﬁandomtzation . " No. at risk
Eiaroliius 755 543 455 o88 102 Placebo 431 283 262 237 227 215 203 194 167 76 64 15 12 3 3 0 0
i i 4 4 4
Placebo 784 533 445 203 a8 Girentuximab 433 280 259 243 228 221 210 194 167 88 7 18 12 3 2 0 0

Ryan CW et al. Lancet. 2023 Sep 23;402(10407):1043-1051. Chamie K et al. JAMA Oncol. 2017 Jul 1;3(7):913-920
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Ensayos con anti PD-1/anti PD-L1 en la adyuvancia del cancer renal

Ensayo Tto experimental Histologia Criterio de Resultados
inclusion

CM914 Ipilimumab + Células claras >pT2aG3 N+

(2022) Nivolumab
IMmotion010 Atezolizumab 778 12m Células claras >pT2aG4 DFS NS

(2022) M1NED

PROSPER Nivolumab 819 9m Cualquiera cT1 OligoM1 DFS NS
(2022)

KN 564 Pembrolizumab 984 12m Células claras 2pT2 G4 DFS HR 0.63
(2021) M1NED

Motzer, R. J. et al. Lancet 401, 821-832 (2023); 2. Pal, S. K. et al. The Lancet 400, 1103-1116 (2022); 3. Allaf, M. et al. Annals of Oncology
33,51432-51433 (2022); 4. Choueiri, T. K. et al. NEJM 385, 683-694 (2021); 5. Powles, T. et al. Lancet Oncol 23, 1133-1144 (2022); 6.
Oza, B. et al. Contemp Clin Trials 108, 106482 (2021).
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Ensayos con anti PD-1/anti PD-L1 en la adyuvancia del cancer renal

Ensayo Tto experimental Histologia Criterio de Resultados
inclusion
CM914 Ipilimumab + - Células claras >pT2aG3 N+
(2022) Nivolumab

IMmotion010 Atezolizumab 778 12m Células claras >pT2aG4 DFS NS
(2022) M1NED
PROSPER Nivolumab 819 Cualquiera cT1 OligoM1 DFS NS
(2022)
KN 564 Pembrolizumab 984 12m Células claras 2pT2 G4 DFS HR 0.63
(2021) M1NED

Motzer, R. J. et al. Lancet 401, 821-832 (2023); 2. Pal, S. K. et al. The Lancet 400, 1103-1116 (2022); 3. Allaf, M. et al. Annals of Oncology
33,51432-51433 (2022); 4. Choueiri, T. K. et al. NEJM 385, 683-694 (2021); 5. Powles, T. et al. Lancet Oncol 23, 1133-1144 (2022); 6.
Oza, B. et al. Contemp Clin Trials 108, 106482 (2021).
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Ensayos con anti PD-1/anti PD-L1 en la adyuvancia del cancer renal

Ensayo Tto experimental Histologia Criterio de Resultados
inclusion

CM914 Ipilimumab + Células claras >pT2aG3 N+

(2022) Nivolumab
IMmotion010 Atezolizumab 778 12m Células claras >pT2aG4 DFS NS

(2022) M1NED

PROSPER Nivolumab 819 9m | Cualquiera | cT1 OligoM1 DFS NS
(2022)

KN 564 Pembrolizumab 984 12m Células claras 2pT2 G4 DFS HR 0.63
(2021) M1NED

Motzer, R. J. et al. Lancet 401, 821-832 (2023); 2. Pal, S. K. et al. The Lancet 400, 1103-1116 (2022); 3. Allaf, M. et al. Annals of Oncology
33,51432-51433 (2022); 4. Choueiri, T. K. et al. NEJM 385, 683-694 (2021); 5. Powles, T. et al. Lancet Oncol 23, 1133-1144 (2022); 6.
Oza, B. et al. Contemp Clin Trials 108, 106482 (2021).
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Ensayos con anti PD-1/anti PD-L1 en la adyuvancia del cancer renal

Ensayo Tto experimental Histologia Criterio de Resultados
inclusion

CM914 Ipilimumab + Células claras >pT2aG3 N+

(2022) Nivolumab
IMmotion010  Atezolizumab 778 12m Células claras >pT2aG4 DFS NS

(2022) M1NED

PROSPER Nivolumab 819 9m Cualquiera | cT1 OligoM1 | DFS NS
(2022)

KN 564 Pembrolizumab 984 12m Células claras 2pT2 G4 DFS HR 0.63
(2021) M1NED

Motzer, R. J. et al. Lancet 401, 821-832 (2023); 2. Pal, S. K. et al. The Lancet 400, 1103-1116 (2022); 3. Allaf, M. et al. Annals of Oncology
33,51432-51433 (2022); 4. Choueiri, T. K. et al. NEJM 385, 683-694 (2021); 5. Powles, T. et al. Lancet Oncol 23, 1133-1144 (2022); 6.
Oza, B. et al. Contemp Clin Trials 108, 106482 (2021).
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Tla Tib
Grade Grade
4 34
KEYNOTE-5641

IMmotion0102

KEYNOTE-564 and IMmotion010 include

patients at highest risk

of recurrence, including
those with M1 NED'2

CheckMate-914 includes patients with T2
Grade 3 or higher ccRCC3

CheckMate-9143

Grade Grade
1-4 1-4

Grade Grade
14 14

RAMPART*52

PROSPER?®

RAMPART and PROSPER include
patients with lower T category and nuclear
grade T category vs other adjuvant

studies*®
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Ensayos con anti PD-1/anti PD-L1 en la adyuvancia del cancer renal

Ensayo Tto experimental Histologia Criterio de Resultados
inclusion
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Motzer, R. J. et al. Lancet 401, 821-832 (2023); 2. Pal, S. K. et al. The Lancet 400, 1103-1116 (2022); 3. Allaf, M. et al. Annals of Oncology
33,51432-51433 (2022); 4. Choueiri, T. K. et al. NEJM 385, 683-694 (2021); 5. Powles, T. et al. Lancet Oncol 23, 1133-1144 (2022); 6.
Oza, B. et al. Contemp Clin Trials 108, 106482 (2021).
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Diseno del estudio: KEYNOTE-564

A_&y Eligibility Criteria

» | RCC with clear cell component Pembrolizumab
intermediate to high risk for
recurrence Stratification
- pT2: grade 4 or sarcomatoid, *« MO vs M1 NED Safety

NO, MO «  Within MO |, and

= pT3: any grade NO, MO = ECOG Ps: survival
- pT4: any grade NO, MO v follow-up
= pT any stage: any grade, N+, MO = M yesm o Placebo

» Post nephrectomy (total/partial) plus every 3 wk
complete resection of metastasis x 17 cycles
= M1 NED

» el Yy prior

Endpoints
= Mo prior systemic therapy *  Primary: DFS per investigator
\ ECOGPSDor1 _/ * Key secondary: OS

* Other secondary: safety

Choueiri, T. K. et al. N EnglJ Med. 2021 Aug 19;385(8):683-694




Table 1. Characteristics of the Patients at Baseline (Intention-to-Treat
Population).*

Pembrolizumab Placebo

Characteristic (N=496) (N=498)
Age

Median (range) — yr 60.0 (27-81) 60.0 (25-84)

265 yr— no. (%) 158 (31.9) 172 (34.5)
Male sex — no. (%) 347 (70.0) 359 (72.1)
ECOG performance-status score of 75 (15.1) 72 (14.5)

1—no. (%)T

Geographic location

North America 133 (26.8) 125 (25.1)

European Unioni 188 (37.9) 187 (37.6)

Rest of the world 175 (35.3) 186 (37.3)
Radical nephrectomy — no. (%) 459 (92.5) 460 (92.4)
Sarcomatoid features — no. (%)

Present 52 (10.5) 59 (11.8)

Absent 417 (84.1) 415 (83.3)

Unknown 27 (5.4) 24 (4.8)
Disease risk category — no. (%)§

MO, intermediate-to-high risk 427 (86.1) 433 (86.9)

MO, high risk 40 (8.1) 36 (7.2)

M1 NEDS 29 (5.3) 29 (5.8)
PD-L1 combined positive score —

no. (%)|

<1 124 (25.0) 113 (22.7)

>1 365 (73.6) 383 (76.9)

Missing data 7(1.4) 2(0.4)
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Riesgo intermedio-alto Riesgo alto m

pT2 con Grado 4 o
sarcomatoide, NO, MO

pT3, cualquier grado,
NO, MO

86.1%

pT4,
NO, MO, cualquier grado

Cualquier pT, cualquier grado
con afectacion ganglionar, MO

8.1%

Choueiri, T. K. et al. N EnglJ Med. 2021 Aug 19;385(8):683-694

M1

Sin evidencia de enfermedad

5.8%



HITOS ,

ONCOLOGICOS: pe™"

KEYNOTE-564: Objetivo principal

100 1+=-
90+
| Pembrolizumab
g A los 24 meses un 77.3% de los
= 7 Placebo . ' . .
3 e pacientes tratados con
S No. of Events of Disease pembrolizumab estaban libres de
h;.—; 40 Recurrence or Death
§ Pembrlzumab 10 enfermedad vs
% 0] Hazard ratio, 0,68 (35% C, 0.53-0.47) 68.1% en el brazo control
104 P=0.002
0 T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45
Months
No. at Risk
Pembrolizumab 496 457 414 371 233 151 61 21 1 0
Placebo 498 436 389 341 209 145 56 19 1 0

Choueiri, T. K. et al. N EnglJ Med. 2021 Aug 19;385(8):683-694
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KEYNOTE-564: A 30 meses de seguimiento

A
pliE

90+
_ BiA 1_"\-
#
% J0-1 HH_‘_‘." n ml-'l'u_l_."-l-l—l—l—‘.l.u.l.l.l_-.l.l.l_l_I‘
£ 60+ g P
=1
; s
= 40 Ewents, Median disease- Hazard ratio
i n (%) free survival [95%C1)
g 30 (95% 1)
= 20

—— Pembrolizumab 114 (23%) NR(95% C1 NR-NE) i
104 __ Placeho 160 (34%) NR(35% (1 405Ny 063 (95%C10-50-0-80)
G L] 1 1 ] 1 ] L] L] L] 1
0 5 10 15 0 25 30 35 40 45 Ui

. Time since randomisation {months)
Mumber at risk

{number censored)
Pembrolizumab 496 (0) 458 (16) 416(23) 198 (30) 3I61(43)  285(139)  135(281)  F7(307) 37(345) 0(382) 0(382)
Flacebo 498 (0) 437(6) B9 (7) 356 (11) 325(23)  230(109) 125(209)  74(258) 33(298) 1(328) 0(329)

Powles, T. et al. Lancet Oncol. 2022 Sep;23(9):1133-1144
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KEYNOTE-564: A 30 meses de seguimiento

100 L - Ll ¥ g
SR T P
90~
B0
F 707
3 6o €9 MERCK
S s50- .
=‘" Media > News releases > News release
@ 40+
ol
& 307 . -
2o KEYTRUDA® (pembrolizumab) Significantly
— Pemibroli b .
T Improved Overall Survival (OS) Versus Placebo as
o+ I Adjuvant Therapy for Certain Patients With Renal s )
Cell Carcinoma (RCC) Following Nephrectomy
Number at risk
(number censored)
Pembrolizumab 496 (3) 489 (3) 485 (5) 482(7) 477 (8) 360(117)  231(245)  146(328) 63(411) 8(465) 0(473)
Placebo 498 (0) 4494 (2) 486 (4) 481(5) 474 (6) 352(115)  219(241)  138(317) 61(394) 9 (446) 0 (455)

Powles, T. et al. Lancet Oncol. 2022 Sep;23(9):1133-1144




Disease-Free Survival, %

KEYNOTE-564: Analisis por subgrupos

Riesgo intermedio

Events, Median (95% Cl),

n (%) months HR (95% CI)
Pembrolizumab 71(19.8)  NR (NR-NR) 0.65
Placebo 108 (29.0)  NR (NR-NR) (0.48-0.88)
24-mo rate
81.5%
724%

No. at risk
359
373

5 10 15 20 5 30 35 40 45
Months

339 310 292 273 198 101 56 30 0
337 304 282 259 189 106 63 29 1

Disease-Free Survival, %
[4,]
(=]

Riesgo alto

Events, Median (95% Cl),
n (%) months HR (95% CI)
Pembrolizumab 36 (36.0) NR (25.8-NR) 0.77
Placebo 42 (44.2) 40.5 (19.4-NR) (0.49-1.20)
24-mo rate
65.0%

55.9%

No. at risk
100
85

85
75

74 67 59 39 26 16
65 59 53 3 15 9

45 50
] 0
0 0

c

Disease-Free Survival, %
&
(=3
!
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M1 NED

Events, Median (95% Cl),
n (%) months HR (95% CI)
Pembrolizumab 7 (241)  NR (25.7-NR) 0.28
Placebo 19(655) 11.6(56-NR)  (0.12-0.66)
24-mo rate
78.4%

37.9%

No. at risk
29
29

r -
10 15 20 25 30 35 40 45 50
Months

Choueri T et al. Journal of Clinical Oncology 41, no. 6_suppl (February 20, 2023) 679-679.
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KEYNOTE-564: Analisis por subgrupos

Sarcomatoid Features Absent Sarcomatoid Features Present
100+ 24-mo rate: 100+ 24-mo rate :
d .,  HR0.63(95% Cl 0.48-0.83) 904 : :
90 79.5%: 71.8%: HR 0.54 (95% CI1 0.29-1.00)
80+ 804 ot
704 j 704
< 60- 69.4%: < 604
@ 50 50+ 52.0%
0O 404 O 404 :
304 304
204 : 204
10od — Pembro - 10d — Pembro
—— Placebo : —— Placebo :
T +———r-—T— Ty
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50
No. at risk Months No. at risk Months
Pembro 414 385 350 327 305 216 117 67 32 0 0 Pembro 52 48 4 37 427 11 5 3 0 0
Placebo 415 367 331 304 277 201 110 68 30 1 0 Placebo 59 48 40 35 32 12 4 3 0
Pts w/ Event Median, mo (95% CI) Pts w/ Event Median, mo (95% CI)
Pembro 88 NR (NR-NR) Pembro 16 NR (NR-NR)
Placebo 133 NR (NR-NR) Placebo 29 40.5 (11.3-NR)

Choueri T et al. Journal of Clinical Oncology 41, no. 6_suppl (February 20, 2023) 679-679.
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Table 2. Any-Cause and Treatment-Related Adverse Events (As-Treated Population).*

Event

Any-cause adverse events
Adverse event of any grade
Adverse event of grade 3to 5

Discontinuation of pembrolizumab or placebo due to adverse
event

Death due to adverse event
Serious adverse event

Discontinuation of pembrolizumab or placebo due to serious
adverse event

Treatment-related adverse events, as assessed by investigator
Adverse event of any grade
Adverse event of grade 3to 5

Discontinuation of pembrolizumab or placebo due to adverse
event

Death due to adverse event
Serious adverse event

Discontinuation of pembrolizumab or placebo due to serious
adverse event

Pembrolizumab

(N=488)

Placebo
(N =496)

no. of patients with event (%)

470 (96.3)
158 (32.4)
101 (20.7)

2(0.4)
100 (20.5)
49 (10.0)

386 (79.1)
92 (18.9)
86 (17.6)

0
59 (12.1)
37(7.6)

452 (91.1)
83 (17.7)
10 (2.0)

1(0.2)
56 (11.3)
5 (1.0)

265 (53.4)
6(1.2)
3 (0.6)

1(02)

Fatigue

Pruritus
Hypothyraidism
Diarrhea

Rash
Hyperthyroidism
Arthralgia
Mauses

Myalgia

Asthenia

-4

HITOS ,

ONCOLOGICOS: pe™"

Total Incidence, Any-Grade AEs, n (%)

99 (20.5%) 71143}
81 {18.8%) BT (11.5%)
BE{17.4%) 13 {2.6%)
TT(156.8%,) 61 (10.3%)
TII5.0%) 26 (T. %)
53 (10.9%)
48 {8, 2% 43 (8.7
30 (8.0%:) 23 [4.8%)
30 (8.1%) 20(4.00%)
28 (5. 7% 23 (4.8%)
L] L L]
20 Q 20
Grade 1-2 I Grade 34
Grads 1-2 N Grade 34

Choueiri, T. K. et al. N EnglJ Med. 2021 Aug 19;385(8):683-694
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Primary Analysis (24.1 mo) Updated Analysis (30.1 mo) ;
Participants with 21 AE, n (%) Pembro Arm Placebo Arm Pembro Arm Placebo Arm I‘
(N = 488) (N = 496) (N = 488) (N = 496) !
All-cause AEs 470 (96.3%) 452 (91.1%) 470 (96.3%) 453 (91.3%)
Grade 3-5 158 (32.4%) 88 (17.7%) 157 (32.2%) 88 (17.7%) |
I Led to treatment discontinuation 101 (20.7%) 10 (2.0%) 103 (21.1%) 11 (2.2%) | I
Led to death 2 (0.4%) 1(0.2%) 2 (0.4%) 1(0.2%) l
Serious all-cause AEs? 100 (20.5%) 56 (11.3%) 101 (20.7%) 57 (11.5%) :
Led to treatment discontinuation 49 (10.0%) 5 (1.0%) 49 (10.0%) 5(1.0%) .
Treatment-related AEs 386 (79.1%) 265 (53.4%) 386 (79.1%) 265 (53.4%) '
Grade 3-4 92 (18.9%) 6 (1.2%) 91 (18.6%) 6 (1.2%)
Led to treatment discontinuation 86 (17.6%) 3 (0.6%) 89 (18.2%) 4 (0.8%) :
Led to death 0 0 0 0
Immune-mediated AEs® 169 (34.6%) 29 (5.8%) 170 (34.8%) 29 (5.8%)
Grade 3—4 42 (8.6%) 3 (0.6%) 43 (8.8%) 3(0.6%) :
R S | Sl st08% 7 75% sosw |

Choueiri, T. K. et al. N EnglJ Med. 2021 Aug 19;385(8):683-694. Choueiri T, et al. ASCO 2022. Powles T, et al. Lancet Oncol 2022
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Nuevo estandar

ANNALS s
ONCOLOGY

Nati | . . .
Comprehensive NCCN Guidelines Version 1.2024 ESMD
NCCN R Kidney Cancer

Network®

SPECIAL ARTICLE

ESMO Clinical Practice Guideline update on the use of immunotherapy in

. . early stage and advanced renal cell carcinoma
Adjuvant pembrolizumab

. (Grade 4 tumors with clear
z?rtlal nephrectomy __» |cell histology * sarcomatoid

Radical nephrectomy giatures] Recommendations
Surveillance® # Adjuvant pembrolizumab should be considered optional
for patients with intermediate- or high-risk operable

Stage Il —

%ﬁhmah ccRCC (as defined by the study) after careful patient coun-

Radical nephrectomy gLr\reillanceB selling regarding immature OS and potential long-term

Stage Il _"g;rtial nephrectomy, if — lor adverse events [l, C]. Further data are required in the
clinically indicated ’ Adjuvant sunitinib (category 3) future including positive OS data. Treatment should start

Non-clear cell histology:
Surveillance® or clinical trial

within 12 weeks of surgery and continue for up to 1 year.

https://www.nccn.org/professionals/physician_gls/pdf/kidney.pdf. Powles et al. Ann Oncol. 2021 Mar;32(3):422-423
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a
(Hi-gh-duse |L=Z) (Temsirolimus:l Bevacizumab i (-Cabozantinil::
plus interferon-a
Interferon-a Lenvatlmb _:I
i
(_Sunitinih_j kEveroiimus_) (—Axitinib) .ILNwolurnab j

= New drugs

= Drug combinations

= Drug sequences

= Vaccinations

s |mproved local management
| * Precision therapy

(Sarafenih (I':'azopﬂnib

1992 2005 2006 2007 2008 2009 2010 2012 2015 2016 2025

A
Dark age Modern age

e

Golden age Diamaond age
b
100
a0 — Dark age {before 2005) A
: )WL \",‘.\
g 901 — Modern age (2005-2014) 'égﬁ :gj‘
= 70 . -
S 604 Golden age (2015-2025) *“—::‘;%:;-”
% 50 — Diamond age (after 2025)
= 40
E% 30+
20
10+
0 T T T T T T
0 1 Z 3 4 5 7] i 8 9 10
Time (years)

Hsieh JJ et al. Nat Rev Dis Primers. 2017 Mar 9;3:170009.
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Gracias
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