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Viernes 4

15:00
15:00-17:00
17:00-17:30

17:30-18:00

18:00-18:15
18:15-19:00

19:00-21:00

2100

Bicnvenida.
Coctel de Bienvenica.

Recepciony entrega de
dccumentacion.

CONFERENCIA MAGISTRAL.
Vision objetiva dela H3P
bzsada enla urodinamica.

Manuel Esteban Fuertes
Presidente ae la AEU

Pausa Cafa.

SESION UROLOGICA FUNCIONAL.

Tratamiento quirurgice de STUI.
Rosana Barriga Guijo

(Hospital Universi‘ario de Guadaajara).
STUl y DSE.

Juan Alonso Cabo Conzalez
(Hospital Infanta Cristina de Baaajoz).
Presentacion de trabajos.
Meoderadores:

Alejandro Puerto Puerto
(Hospital General Universitario
deCiudad Real).

AngelUrbina Lima

(Hospital Virgen gel Puerto. Plasencial

(Cena

Abierto el plazo para snvio de resumenes hasta
el dia 2 de abril de 2018 en nuestra web:

hittp://cme2018.aen.es/

Sabado 5

9:30-10:00

10:00-10:3C

10:30-10:45
10:45-11:15

11:15-11.30
11:30-12:30

12:30-14:30

14:30
17:00
21:00

Cancer de Prostata
Hormono Sensible.
Manuela Pacheco Moreno

(Hospital de Mérida).

Mesa organizada por Janssen
Cancer de Prostata CPRC.
Monica De Cabo Ripoll
(Hospital Virgen de La Cruz Cuenca).
Nscusion

Manejo del Carcinoma

Renal Avanzado.

Ricardo Collado Martin

(Servicio de Oncclogic del Hospital
Universitario San Pedro de Alcdrtara.
Céceres).

Pausa Cafe.

SESION DE ENDOUROLOGIA.
Manejo no quirurgico de las
litiasis.

DavidlLopez Sanchez
(Hospital General Universitario

de Ciuaad Real).

Manejo quirtrgico de las
litiasis.

Miguel Rodriguez Romero
(Hospital Uriversitario San Pedr
de Alcdntare. Cdceres)

Presentacion de trabajos.
Moderaduies:

Jesus Martinez Ruiz

(Compizjo Universitano de Albacete)
Gabriel Machado Fernandez
(Hospital Universitaric San Pedro

de Aicantare. Caceres)

Almuerzo de trabaja
Asambleas.

Cena ae Clausura
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Relevancia del cancer de rindn
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Relevancia del cancer de rindn
Para los Interinos
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Relevancia del cancer de rindn
Para los Interinos
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Resto patologias
@ Cancer renal

OPE Oncologia Médica

Resto patologias
@® Cancer renal

OPE Urologia




Carcinoma renal
hay subtipos histologicos

y
no todos se comportan de la misma manera
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VHL Met FH

Ademas, existe heterogeneidad intra-tumoral y
del tumor primario respecto a las metastasis

No se trata de una tinica enfermedad




Carcinoma renal
Presentacion de la enfermedad

Absence
of

Clinically

Recurrence/

metastatic
disease

localised
disease

disease

SEER Stat Facts: Kidney and Renal Pelvis Cancer available at:
https://seer.cancer.gov/statfacts/html/kidrp.html (Accessed February 2018).



Carcinoma renal
Presentacion de la enfermedad

Clinically
localised

Recurrence!

metastatic

_— disease
'
/' 16% 16%
( regional distant
disease lymph nodes ), metastasis

SEER Stat Facts: Kidney and Renal Pelvis Cancer available at:
https://seer.cancer.gov/statfacts/html/kidrp.html (Accessed February 2018).



Carcinoma renal
Algoritmo de enfermedad renal metastasica

S [

Vigilancia Recaida

Tratamiento 1° linea —— Resistencia 1° al tratamiento

E

Estabilizacion
Remision parcial Jl
v v

Remision completa

Progresion

Tratamiento 32 linea | < I | Tratamiento 2?2 linea Cﬁ







Casoclinico } 1 ¢

Vardn de 63 aios con masa renal izquierda

Se realizdé nefrectomia radical izquierda, con AP:
— Carcinoma renal de células claras G2, pT2pN1MO

Tras un ILE de 15 meses = progresion de enfermedad a nivel pulmonar
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Hematies
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Hematocnta
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Hcematics 1.32 ~ill/mm3 ~.5-5.9

lemng rkina 14./ g/l 105 145

Hematocnta 43.C S 4.-53

Vo uman ceroa=cilar cedio 100.4 n 78-102

. Glucosa Qs mg/clL 76-11C

; Ures 45 my/ el 10-3C

, C€rczdnrc cnsangte 1.59 mg/cL C.70-1.20

A2 esimacz de filtracion clomerular/1, 23 metres fLacradn: 4a5.7 m/mr =hil

v Protzrzs wotzles c3 3/dL CGo-87

, Albumi oz g sanye 4.2 y/dL 3.2-48
Biirraorc tota C.37 mg/cL 0-_..0

. siodio 140 mmol/t 115 135

. Potzsio 439 mmol/lL 23-31

v Calciv .= my/.L &.5-1C.5
Fouslalu 2.4 my/tl 2.7-4.5
Triglccrces 216 mg/cL “5-2CC
Colesrerrl 205 mg/cl 170 e
LDH 3a3 u1/L 220-480
Aspar Lalo smino Lanslerasa (3CT) 29 u1/L 5-37

, Alanina am rcTansferzsa (GPT) 33 uI/L 7-11

I amma glurami rrzraferazz [G1) a3 LA TRl
Foskatzsa zlcahna tczal 39 Ul/L =0-12¢
74 libre 125  nyfd C€.85-2.00

TEH 1.72  au/ml  C.27-1.2
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Caso clinico

Hcmatics
lemnq china

Hematocnts

Glucosa

Ures

Crccdnre 2n 59
ASE B=TMACE

Protz rzs wotzlg

Alburnin s g0 sa

Biirruorc tota
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Triglccrces

Colesternl

LDH
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TEH

Categarias
generales

Capaz de
realizar
activicades
normales, no
raguiEs
cuidados
gspaciales

Incapaz da
lrabajar. puedsa
vivir en casa y
autccuidarse
con ayuda
vanaole

Incapaz de su
autceuidado.
Requiere
cuidados
aspeciales.
suscantible de

hospitalizacion.

Probable
avancea rapido
ila a
enfermedad

100

a0

80

70

60

50

40
30

20

Estado funcional o de desampeiio fisico segan Karnofsky

Porcentaje Caracteristica del paciente, nivel de actividad

Aclividad normal. Sin sinfomas ni evidencia de
anlermedad

Activicad normal. Signes y sinfomas leves da
enfermedad

Aclividad normal con csfuerze. Alguncs signos o
gintomas de enfermecad

Cuida de 81 misme paro es incepaz de llevar a cabo una
actwidad o rabajo normal

Necesita ayuda ccasicnzl de otros pero es capaz de
cuidar de sl mismo para la mayor parte d= sus
necesidades

Requiere ayuda consicerable de otros y cuidados
aspacialas [reacuanias

Incapacrado. Hequiere cudacos especiales

Savaramenle incapacilade. Incicacion de hospilalizacion
aunque no hay indicios de muerte inminente

Gravemente enfermo. Necesita asistencia activa de
2000rte

Maribundo

Fallecido

dad  Rango

mm3 ~.5-5.9
| e R
, 4.-53
N 78-102
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maq/rl 110 200
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IMDC risk: Bueno
(0 factores de riesgo)

Paciente de 63 afnos con RCC metastasico

Tras 15 meses desde la cirugia presenta progresion pulmonar

Heng DY. J Clin Oncol. 2009;27:5794-5799



I M D C (International Metastatic Data Base Consosrtium) ri S k C I a SS ifi Cat i O n

Median OS (months, 95% Cl)

IMDC risk classification ‘ Number of risk factors — fr\;:;::;a::; 2" ; :: tf?hg ; )
FaVOUfB'J g 0 .83. A IH_L - POOI’ 7.8 "6.5-9.7_.

® My Leg rank p<0.00C"
Internmediate 102 E L iy

= \l."‘ . 1»1
Poor 23 : Al - .‘"‘M " LL/L :

i g el Ly
IMDC risk factors ‘ 5 24 \"L_\ u*-u\.“‘lnln [
Kamolsxy performance slatus <30% z e,
‘.C . Al Ll L L

Anacrima (hacmoglobimn concenrabion <lower unit of normal) 0 12 24 B a8 €0

Hypercalcaemia (comrected calcium concentration >ugoer limit Numbor at risk

Time since start of treatment (months)

. Favourable 157 108 4 1) " 3
cf normal) IteTradiate 440 247 122 £ ‘& 1

= 3 o= Peor 2y it 1 ' - )
Nettraphilia (nautraphil caunt =upper [imit of normal) — - g -
<1 year since diagnosis ( Risk classification correlatas with overall survival ]
Thrambacytos's (platelet caunt =upper [mit of normal) \

Heng DY. J Clin Oncol. 2009;27:5794-579¢
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¢Qué hay que tener en cuenta para el tratamiento sistémico
del paciente con carcinoma renal?

p \,

[ Perfil de Efectos Adversos ]
Viade 4 | Circunstancias socio-
administracion F

' -~ familiares




Vias de administracion

_ | 3
L 3 ’ & 4
&€ g

via oral via intravenosa

 Todos los TKIls anti-
angiogénicos:

e Temsirolimus
* Todos los anticuerpos

— Sunitinib
_ Sorafenib monoclonales, tanto los
— Pazopanib inhibidores de PD-1
— Cabozantinib (Nivolumab), Anti CTLA-4
— Lenvatinib (Ipilimumab), como el

e Everolimus antiangiogénico

Bevacizumab
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UL aad . & 2L

"

eL }

r
N=48

\\

CCRm

NO tratamiento sistémizo
previo

Asintomaticns
Enfermedad
medible/evaluable

J/

—l

Vigilancia activa
Fase Il Prospectivo

Vigilancia activa

Objetivo 1°: tiempo desde vigilancia hasta tratamiento.

1

TVAM: 3.9 m 1

P p— Mediana vigilancia activa

Favouralie group
Jndavourabee group

TVAM: 22.2m

)
L )

=
©

L1
B

X
42

T ] i
-t A L2

Mediana de seguimiento: 38.1 meses

Tiempo a inicio de tratamiento: 14.9
meses

SLP 12 m: 41%
SG:44.5m

Analisis multivariante:

N2 de érganos afectos: 1/2 vs >2
— N2 de factores IDMC: 0/1 vs >2

Rini Bl. Lancet Oncol 2016; 17:1317
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Vardn de 63 ainos con masa renal izquierda

Se realizé nefrectomia radical izquierda, con AP:
— Carcinoma renal de células claras G2, pT2pN1MO

Tras un ILE de 15 meses - progresion de enfermedad a nivel pulmonar y adenopatias

retroperitoneales
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American Society of Clinical Oncology

AMER CAN SOLIETY QF Mernbership Unsoury  Slote Hress Cunler  Ulhe Siles 5000000 x:{
CNICAL OACDAGY

Practicr & Guidelaes v Research & Progress Training & Educatian Intaraational Fragrants Advaracy & Molicy Mentings Memaership aannt 4SCO
[
ztiter Search Term Q gl malelt yuu s seanct benn, Zimgly swrlpong ol segrdd Tickd, ord e s ol gaide nesw | L

e edlis aally s edimge ey rohiasnnl pena s
Qotmizog anticance” Iherapy In Metastatlc
NOf-rASteara oarate (ances Clinieal porso liee guice s seeae s a g o corters s sliee apienpeiane maseks of lesceeal 2ol
At 2, 267 care. Ccdelines rar adddrees sperie ol lral e uAnn ts e sessa areated ar e nT AR R men T

") TS = S -S4 A Ve - o:" ." f':c :. = o Cll -]
Treattment of Nan S etadalic Miscle b FULCUCTS. [UCCR0LIES, 1 IASS (ML Ty-0r 2MEC MU rary enels o erpes Incl jll‘)- patient
fadder Cners duLale, Juwe op ASTOG i sl pruc e guidelivgs, Lear llll.'l'.v..;LH e s o Rl e
gt 16, 76007 aies s artrs Cancarhet Blog
second-Une Horrronal Theray “or Man with

Chervatherapy Rave Castratce Resistan
Prostaie Cancer PCG CONTIRAMATON, ACCRES QLI SUMNEY, < #3858 “ata mhe ¢ R saln s paded Sne SR D0 S man s e e A

A 25, 2017 aity Lupiv subrmissions w o b consivered fur priesitition - Fell 2017,

Antaly AST0w review guide aetenic prapasale tom A0 mamases Te submit 3 to0ir e

e axhgtherapry L Pativals Wil Srastale

Lancer AT didelires g rdewed "o sl carreniey ard v ity on s repuler sesis, e rate tie canen,
March 22, 7017 guics o slelusungs .hl-v rosCareng Al evicwie Progiess, on Archeed, Plogse ling & Lrivl

LELIT A ef T AR TAIS 0 D

Marnagerment al Sall Restal Mosaes
ey 17, 2007




Nation| NCCN Guidelines Version 3.2018

Comprehensive . NCCN Guldalines [ndsx
NCCON g Kldney Cancer Table of Contents

Network™ NCCN Evidence Blocks™ Discussion

FIRST-LINE THERAPY
(alphabetical by calegory and preference)

* Clinical trial

= Pazopanib (category 1, preferred)

» Sunitinib {category 1, preferred)

» Bevacizumab + Interferon alfa-2b (category 1)

Pradominant
clear cell

# Ihistology

/ » High-dose IL-2 for selected patients!

/ = Active surveillance for selecl. asymptomatic
/ patients®

/
Relapse or /

Stage IVand |/ and
surgically |\ Bes! supportive care:!

unresectable | \\ See NCCN Guidelines for Palllative Care
\\ See Evidence Blocks on KID-3A

= Axitinib See Subsequent Therapy

Follow-up
* (See KID-B) 'Ql' Pl’bdonjlnal?t‘Cloar Cell

Non<lear cell g — KID-5)
histelogy

NCCN Guidelines Version 3.2018. Kidney cancer



Updated European Association of Urology Guidelines
recommendations for the treatment of first-line clear-cell metastatic
renal cancer

First-line therapy Second-line therapy Third-line therapy

IMDC favourable sunitinib or cabozantinib or cabozantinib or

risk disease pazapanib nivolumah nivelumah

IMDC intermediate

and poor risk
disease

‘ \ Boxed cztegories represent strong recommendations

8. Lungberg. EAL Clinical Guideline. 2017



Renal cell carcinoma: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up

Annals of Oncology 27 (Supplement 5): v58—v68, 2016



SEOM clinical guideline for treatment of kidney cancer (2017)

1
1
1
1
1
1
1
1
i
e In patients with good or intermediate prognosis, suni- i
tinib and pazopanib are the most recommended options i

- . I

for the first-line treatment of mRCC with clear-cell |
histology. Level of evidence: 1., Grade of recommen- i
dation: A. E

1

1

1

Clin Transl Oncol (2018) 20:47-56



Mediana de SLP
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* Histologia de células claras '|‘ IFNa ! :i’ o | gLl
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Fases Il

Motzer RJ. N Engl J Med 2007;356 (2):115
Motzer RJ. J Clin Oncol 2009; 27 (22):3584
Sternberg CN. J Clin Oncol 2010; 28 (6):1061
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COMPARZ (Fase lll)
Primera linea Pazopanib vs Sunitinib
como tratamiento de 12 linea para RCC metastasico

. Pacientes con RCC células .
claras metastasico sin /
tratamiento previo |
sistémico §
P Favo-Int i \ Sunitinib
xco. Favo-In | 50 mg/day

(N =1110)

Pazopanib
800 mg/day

(schedule 4/2)

* QObijetivo primario: PFS

* Objetivos secundarios: OS, ORR, tiempo hasta l|a respuesta,
seguridad, Qol, utilizacion de recursos sanitarios

Motzer RJ, et al. N Engl J Med. 2013;369:722-731



COMPARZ (Fase IlIl): EFICACIA

Median PFS,
Mos (95% Cl)

Pazopanib 357 3.4(8.2-10.9)
Sunitinib 853  95(8.2-11.1)
HR: 1.05 (95% CI: 0.80-1.22)

— Pazopanib
— Sunitinib

D 4 8 12 16 20 24 28 32 36 40

Mos

Median OS,
N  Mos (95% Cl)

Pazopanib 557 28.2{25.0-25.5)
Sunitinik 853 20.1(25.4-33.1)

HR: 0.92 (85% CI: 0.79-1.06;
P = 24)

— Pazopanib
— Sunitinib

8 16 24 32 40 48 56 64
Mos Since Randomization

Motzer RJ, et al. N Engl J Med. 2013;369:722-731
Motzer RJ, et al. N Engl J Med. 2014;370:1769-1770



COMPARZ: AEs

Pazopanib vs Sunitinib (COMPARZ) Adverse Events pem 21

Ul Hair color charge —
AE "nce Weight Jecreaved e

210% in either et ALY i vased b

arm; 95% ClI for Alopech e .

does not Upper abdominal pain h—e—
RR SerumASYT increased ——

cross 1 Fatigue
Rash

R
R
Pain in extremity —
Constipation —
Tacte AReration - -
LDH increased - e
Serum creatinine increased ——
Feripne i ecera Py
Hand-foot syncrome -
Dyspepiia i
Pyrexia L
Leukopenia ——
Wt cadis m il
Epistavs . S
Serum TSM Increased ——
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Neutrogendia ——

Anemia v _amm
Thrombocytopenia ———
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Periodo 1 2 sem Periodo 2
{10 sem) lavado {10 sem)
T SUNITINIB
= \ N S PAZOPANIB _— S0 mg diario
N=169 D 800 mg diario (esgquema 4/2)
- CCRm =
* No tratamiento sistémico 1 SUNITINIB
previo == 50 mg diaric  |—» PAZOPANIB
= Pwco favorzble/intermed n ¢ (esquema 4/2) 800 mg diaric
" ECOG 0-1 1
. 7 (8]
Objetivo ppal: preferencia pacient2 N
Preferendia paciente y médico

1.

Preferred pampanih

Fases lll:

Pisces

Off
study

P

Preferencia del

paciente

L

D Physe ar preference

.l I'atient przference

Iﬂ

(n 9)

No preferencs |

O 0 =W ® W W tu M
No of Fatowts

Escudier B. J Clin Oncol 2014;32(14):1412






Casoclinico '} 1 {esielpacien mal pronéstico?

IMDC risk: Pobre
(23 factores de riesgo)

i Paciente de 62 afios con RCC.Tras 11 meses desde la cirugia, presenta progresion pulmonar i
i y ganglionar i

El paciente desea tratamiento



Predominant
clear cell
histology

—

FIRST-LINE THERAPY
(alphabetical by category and preference)

« Clinical trial
» Pazopanib (category 1, preferred)
* Sunitinib (category 1, preferred)

» Bevacizumab + interferon alfa-2b (category 1)
+ Temsirolimus (cateqory 1 for poor-prognosis
patients,” category 2B for selected patients

of other risk groups)

» Axitinib

+ Cabozantinib (for poor- and intermediate-risk
groups)’

* High-dose IL-2 for selected patients!/

» Active survelllance for select, asymptomatic
patients®

and
Best supportive care:'
See NCCN Guldelines for Palliative Care

Recommendations

In patients with good or intermediate prognosis, suni-
tinib and pazopanib are the most recommended options
for the first-line treatment of mRCC with clear-cell
histology. Level of evidence: 1., Grade of recommen-
dation: A.

For patients with poor prognosis, temsirolimus is the
only option supported by a phase III trial. Level of
evidence: 1. Grade of recommendation: A.

Sunitinib and pazopanib have also shown benefit in the
treatment of poor-prognosis patients. Level of evi-
dence: III. Grade of recommendation: B.

(‘q. rn
s.mnbll 5
Su £eub/ILLB
Pxeecarib IN. B

Hudges G. Nengll). 2007

NCCN Guideline Kidney Cancer version 3.2018

Clin Transl Oncol (2018) 20:47-56

Annals of Oncology 27 (Supplement 5): v58-v68, 2016



Predominant
clear cell
histology

—

FIRST-LINE THERAPY
(alphabetical by category and preference)

« Clinical trial
» Pazopanib (category 1, preferred)
* Sunitinib (category 1, preferred)

+ Temsirolimus (cateqory 1 for poor-prognosis
patients,” category 2B for selected patients
_of other risk groups)

Recommendations

e In patients with good or intermediate prognosis, suni-
tinib and pazopanib are the most recommended options
for the first-line treatment of mRCC with clear-cell

histology. Level of evidence: 1., Grade of recommen-
.

For patients with poor prognosis, temsirolimus is the
only option supported by a phase III trial. Level of
evidence: 1. Grade of recommendation: A.

» Axitinib

» Cabozantinib (for poor- and intermediate-risk
groups)’

* High-dose IL-2 for selected patients!/

» Active survelllance for select, asymptomatic
patients®

and
Best supportive care:'

See NCCN Guldelines for Palliative Care

e  Sunitimb and pazopanib have also shown benefit in the
treatment of poor-prognosis patients. Level of evi-
dence: III. Grade of recommendation: B.

(‘q. rn
s.mnbll 5
Su £eub/ILLB
Pxeecarib IN. B

Hudges G. Nengll). 2007

NCCN Guideline Kidney Cancer version 3.2018

Clin Transl Oncol (2018) 20:47-56

Annals of Oncology 27 (Supplement 5): v58-v68, 2016



The NEW

ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Temsirolimus, Interferon Alfa,
or Both for Advanced Renal-Cell Carcinoma

|m<\
-
AN
a \\\‘.\ Temsuolimus
T e St
£ 2, Combination
Interfercam S\
; 0244 = = J
;“’: R
l‘m Y T L4 \J Ll \)
0 b 10 1 o 25 30
Months
No at Risk
lm e bern 207 us 80 < 15 3 C
Termirderas 209 1% i S6 15 3 C
Cembaat.on 10 135 N %0 12 7 2

Hudes G. N Eng J Med 2007;356:

71-81
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FIRST-LINE THERAPY
(alphabetical by category and preference)

« Clinical trial
» Pazopanib (category 1, preferred)
* Sunitinib (category 1, preferred)

» Bevacizumab + interferon alfa-2b (category 1)
+ Temsirolimus (cateqory 1 for poor-prognosis
patients,” category 2B for selected patients

of other risk groups)

» Axitinib

+ Cabozantinib (for poor- and intermediate-risk
groups)’

* High-dose IL-2 for selected patients!/

» Active survelllance for select, asymptomatic
patients®

and
Best supportive care:'
See NCCN Guldelines for Palliative Care

Recommendations

In patients with good or intermediate prognosis, suni-
tinib and pazopanib are the most recommended options
for the first-line treatment of mRCC with clear-cell
histology. Level of evidence: 1., Grade of recommen-
dation: A.

For patients with poor prognosis, temsirolimus is the
only option supported by a phase III trial. Level of
evidence: 1. Grade of recommendation: A.

Sunitinib and pazopanib have also shown benefit in the
treatment of poor-prognosis patients. Level of evi-
dence: III. Grade of recommendation: B.

(‘q. rn
s.mnbll 5
Su £eub/ILLB
Pxeecarib IN. B

Hudges G. Nengll). 2007

NCCN Guideline Kidney Cancer version 3.2018

Clin Transl Oncol (2018) 20:47-56

Annals of Oncology 27 (Supplement 5): v58-v68, 2016



Predominant
clear cell
histology

—

FIRST-LINE THERAPY
(alphabetical by category and preference)

« Clinical trial
» Pazopanib (category 1, preferred)
* Sunitinib (category 1, preferred)

» Bevacizumab + interferon alfa-2b (category 1)
+ Temsirolimus (cateqory 1 for poor-prognosis
patients,” category 2B for selected patients

of other risk groups)

» Axitinib

+ Cabozantinib (for poor- and intermediate-risk
groups)’

* High-dose IL-2 for selected patients!/

» Active survelllance for select, asymptomatic
patients®

and
Best supportive care:'
See NCCN Guldelines for Palliative Care

Recommendations

e In patients with good or intermediate prognosis, suni-
tinib and pazopanib are the most recommended options
for the first-line treatment of mRCC with clear-cell
histology. Level of evidence: 1., Grade of recommen-
dation: A.

e For patients with poor prognosis, temsirolimus is the

only option supported by a phase III trial. Level of

Sunitinib and pazopanib have also shown benefit in the
treatment of poor-prognosis patients. Level of evi-
dence: III. Grade of recommendation: B.

(‘q. rn
s.mnbll 5
Su £eub/ILLB
Pxeecarib IN. B

Hudges G. Nengll). 2007

NCCN Guideline Kidney Cancer version 3.2018

Clin Transl Oncol (2018) 20:47-56

Annals of Oncology 27 (Supplement 5): v58-v68, 2016



Global Expanded Access Programme:
Real-world Experience of Sunitinib in aRCC

Global expanded access trial of 4,543 previously treated and
treatment-naive patients with aRCC who received 21 dose of sunitinib

1.0
0.9
0.0 4
0.7 -
0.6 4
0.5 -
0.4 4

Probability of QS

0 J
03,

0.1

Median OS (95% CI)
Favourable risk (n = 988): 45.4 (39.5-57.2)

Intermediate risk (n =2,188): 18.9 (17.4-20.2)
oor risk (n = 889): 6.2 (5.6—6.7)

T T
20 an 40 50 a0 70 a0

Time, months

Owverall

Favcurable

Intermadiate

2ain

4219 <€488-100) 187(175-195)

938 150(138-1632) 56.5(41.6-NR)

2188 105 ©A-111) 200(181-21.3)

AR A4(51 5T) G184 07)

NR, not reached.
Gore ME et al. BrJ Cancer. 2015;113:12-19

This scientific information may include data/information on investigational uses of compounds/drugs that have not yet been approved by regulatory authorities. This medical

education event is intended for non-US health care professionals (HCPs).



SOGUG SPAZO: First-line Pazopanib in Patients With aRCC

Retrospective review of 278 patients treated with first-line pazopanib
(April 2011-June 2014) across 34 centres in Spain, and externally validated

Probability of OS

Median OS (95% CI)

Favourable risk (n = 54): NR
Intermediate risk (n =159): 21.6 (13-30)
Poor risk (n = 65): 7.1 (4-10)

LB Median OS,
. PFS,
IMDC risk months
months (95% Cl)
(95% Cl) -
Overall 278 11.1 (9-13) 22.2 (16-29)
Favourable 54 32.4 (14-50) NR

Intermediate 159 11.1 (9-13) 21.6 (13-30)

Poor 65 4 (2-6) 7.1 (4-10)

10 20 30 40 50 60

Time, months

SOGUG, Spanish Oncologic Genitourinary Group.
Pérez-Valderrama B et al. Ann Oncol. 2016;27:706—-711.

This scientific information may include data/information on investigational uses of compounds/drugs that have not yet been approved by regulatory authorities. This medical
education event is intended for non-US health care professionals (HCPs).



Updated European Association of Urology Guidelines recommendations for the
treatment of first-line clear-cell metastatic renal cancer

IMDC favourable
risk disease

IMDC Intermediate
and poor risk
disease

First-line therapy Second-line therapy

sunitinib or cabozantinibc-
pazopanib nivel umab

Third-line therapy

cabozantinib or
nivelumab

cakozantinbg-
VEGF-targeted
Lerapy

ipilimumab/
nvnlumah

cabozantinik or an
alternative targeted
Lthercpy

VEGF targeted
therany ar
nivel wmab

czaczentinib,
sunitinih or
pazoganib*

An alternat ve
targeted therzay ar
nivolumab

Boxed cazegories represent strong “ecommendations

B. Ljungberg. EAU Clinical Guideline. 2017



Updated European Association of Urology Guidelines recommendations for the
treatment of first-line clear-cell metastatic renal cancer.

IMDC favourable
risk disease

IMDC Intermediate
and poor risk
disease

First-line therapy Second-line therapy Third-line therapy

sunitinib or cabozantinibc- cabozantinib or
pazopanib nivel umab nivelumab

oliuniabi cakozantinbc- cabozantinik or an
i f VEGF-targeted alternative targeted
nvnlumah

Lerapy Lthercpy

An alternat ve
therany ar targeted therzay ar
nivel wmab nivolumab

VEGF targeted

czaczzntinib,
sunitinih or
pazoganib*

Boxed cazegories represent strong “ecommendations

B. Ljungberg. EAU Clinical Guideline. 2017



CheckMate 214: Ensayo fase Il

Nivolumab + Ipilimumab vs Sunitinib en pacientes RCC avanzado o MTX sin
tratamiento previo

CheckMate 214:Phase |l Study design (n=1096)

Patients Treatment
Arm A (n=550)
* Treatmant-naive
advanced or Randomize 1:1 3 mg/<g nvolumab [V +
metastatic Stawtied b 1 mg/kg plmumab IV Q3w
cloar-cell RCC < MDC ,,o,’;,mc for four coses, then Treatment until
« Measurable $ee U ve 1-2 v 3 mg'kg nivo'umab IV Q2WV prograssion or
disease +5 llla'cc?pi:;ble
- KPS 270% DQGgI{'n (JSvs . OXIC
« Tumor tissue Cenala'Burcpe vs , Arm B (n=848)
available for ~est of Werld) 50 mg suniinib orally ones
PD-L1 - daily for 4 weeks
SRating (S-week cycles)
Cc- primary endpoints were OS5 (a=0.C4), CRR (a=0 001), and PFS [o=0.002) in Int end Poor Risk
Qverall alpha is 0.C5, solt among the three co-prinary endpcints

<3
NADRI( " - - - B
W IMOC Irtenations Vetasadc ROC D abase Consostien Fsondiar S & a | RAf, FSMWOD 2017

Sresenbed By Cora Slanten; 4 2008 Senboninay Cancens Sympasimn Transla g B ce Do Kulbdesecipineeny Can



CheckMate 214: 0s (Objetivos Co-primarios) en IMDC riesgo pobre/intermedio

A Overall Survival

No. at Risk

Overall Survival (34)

MNivclumab+ipilimumeb 425

Sunizinib

No. of Median
Patients (95% CI)
mo
100 Nivolumab + Ipilimumab 425 NR [28.2-NE)
50 Sunitinib 422 28.0 (22 .1-NE)
Hazard rat o far death,
7390 I S, 0.63 (39.8%% CI, 0.44-0.39)
P ———————. - — Sy P20 D01
12
6D Nivwolumab+ipilimumab
F [ a4
50 Sumnitinib
12-Ma 18-Mo
40 Overall Overall
Survival Survival
30+ (959 CI) (95% Cl)
20- * %
Nivolumab+ 80 (76-84) 75 (70-78)
104 Ipilimumab i g
Sunitinib 72 (67-78) 60 (35-65)
0 1 T 1 ] | L L} T ] L} 1
0 3 & G 12 15 12 21 24 27 0 13
Month
399 372 348 332 318 300 221 115 44 2z 0
422 387 352 31s 238 253 228 179 1) 34 3 0

Motzer RJ. NEJM. 2018



CheckMate 214: pPFs (Objetivos Co-primarios) en IMDC riesgo pobre/intermedio

B Progression-free Survival

No. at Risk

Praogression-free Survival (%)

100-¢

Nivolumab+Ipilimumab
Sunitinib

No. of Median
Patients (95% Cl)
mo
425 11.6 (8.7-15.5)
422 8.2 (7.0-10.8)

Hazard razio for disease progression

or death, 0.82 (92.1%¢ Cl, 0.64-1.05)

F=0.03
Nivolumab +ipilimumab

Nivolumab«igilimumab 425

Sunitin b

422

304
282

—4

233
11

187
13¢

I

12

1563
107

I I

15 18
Month
149 113

&6 57

46
3

o Surn tinib
I 1
27 30 33
3 0
1 0

Motzer RJ. NEJM. 2018



CheckMate 214: ORR en IMDC en pacientes con
riesgo pobre/intermedio

Table 2. Antitumor Activity in IMDC Intermediate- and Poor-Risk Patients.*

Nivolumab plus Ipilimumab Sunitinib

Variable (N=425) (N =422)
Confirmed objective response rate — % ($5% CI) 7 42 (374N 27 (22-31) %
Cenfirmed best overall response — no. (%)

Complete response 40 (9)x§ 5(1)x§

Partial response 137 (32) 107 (25)

Stable disease 133 (31) 188 (45)

Progressive disease 33 (20) 72 (17)

Unable to determine or not reported 32 (8) 50 (12)
Median time to response (range)  ma 2809 11.3) 3006 15.0)
Median duration of response (5% ClI)  mo NR (21.8 NE) 18.2 (1483 NE)
Patients with ongoing response — no.ftotal no. (%) 128,177 (72) 71/112 (63)

Motzer RJ. NEJM. 2018




CheckMate 214: seguridad en todos los pacientes
tratados

Table 1. Treatment-Achted Adverse Everts Qccumring in 15%. ar Momr of Treatnd Pationts in Either CGroup =

Nivoluresh ples Ipllimsmsbh Sunitiaib
Event (N=547) (N=535)
Aoy Grade Grade 3o 4 Any Grade Grade 3 ur 4

e b uf peasivn s (DesLsre)

All cvertts 503 513) 25D 'dg) 521 (97 335 (€3)
Fal zue 202 137) 23 (1) 254 (19 42 (9)
Prisrities "84 5) i<l 29 (%) n

C amhe: 24527 21 (4} 278 (52) 25 (5)
Hash 1% 177] 5013 a7 {13%) n
hausea 203 20) 51} 202 (38) 501}
Irs ceasedd lamse kevod a1 118) S5 (10) R TI 15 (7}
| lvpothyro dism £5 [10) 2«1} 134 425) 1/1)
L T o I 5 114) {0 133 7% 5i=1]
Asthenia 72711 51} LT 12 (2)
Vomiting 53711 £ (<1} 11C 423 10(2)
Ancmia 14 '€) 20«1} £3 (1§ 22 /4,
Byspeirsia 1Ry n 1249 {33 1i<1]
Stomatit's 34 e 126 (28) 12 (3}
Dyspepsin 15 1) n 9 (1%} n
Mucosal miavrmatizn 13 12) c 152 (28) 123}
Hrperlension 12 '2) £i<l] 21€{40) 251718)
Palmar-plartsr crvtkrodysosthes a § (-1 ¢ 231 443) 43 8
Thrombogtoperia 2 [al] e 35 (L3) 45 (3)

Motzer RJ. NEJM. 2018
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Hypophysitis —
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hyperthyroidism T
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Figure 1. Organs Affected by Immune Checkpoint Bleckade.

Immune checkpeint blockade can result in inflammation of any argan.
Shown are the most common immune-related adverse events that clini-
cians encounter in patients treated with immune checkpoint blockade.

Toxicidades de los nuevos
farmacos inhibidores de
checkpoint, mecanismo
de muerte programada
celular.
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THIS ITTEM IS TEMPORARILY

OUT OF STOCK

check back soon fo




First-line therapy

FIRST-LINE THERAPY
(alphabetical by category and preference)

IMDC favourable
risk disease

sunitinib or « Clinleal trial

pazopanib « Pazopanib (category 1, preferred)

» Sunitinib (category 1, preferred)

» Bevacizumab + interferon alfa-2b (category 1)

+ Temsirolimus (category 1 for poor-prognosis
patients,” category 2B for selected patients

of other risk groups)
ipilimumab/ Predominant « Axitinib
rnvolumah clear cell — |+ Cabozantinib (for poor- and intermediate-risk
IMDC intermetdliate histalogy groups)’
and poar risk » High-dose IL-2 for selected patients!
v « Active survelllance for select, asymptomatic
disease caaczoatinib, patients*
sunitinib or
ih* and
Bazbudn] Best supportive care:’

See NCCN Guldelines for Palliative Care

Boxed categaries represent szrong recommendations

B. Ljungberg. EAU Clinical Guideline. 2017
NCCN Guidelines Version 3.2018. Kidney cancer




First-line therapy

FIRST-LINE THERAPY
(alphabetical by category and preference)

IMDC favourable
risk disease

sunitinib or « Clinleal trial

pazopanib «» Pazopanib (category 1, preferred)
« Sunitinib (category 1, preferred)

» Bevacizumab + interferon alfa-2b (category 1)
+ Temsirolimus (cateqory 1 for poor-prognosis
patients,” category 2B for selected patients

of other risk groups)

ipilimumalb/ Predominant v AXTtTD
nvolumszh clear cell + Cabozantinib (for poor- and intermediate-risk
IMDC intermetdliate histology groups)’ .
and poor risk Hiehdese 2 torsutectoesationts————
v » Active survelllance for select, asymptomatic
disease caaczoatinib, patients*

sunitinib or
azopanih™ and

paZng Best supportive care:’

See NCCN Guidelines for Palliative Care

Boxed categaries represent szrong recommendations

B. Ljungberg. EAU Clinical Guideline. 2017
NCCN Guidelines Version 3.2018. Kidney cancer
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Cabozantinib Versus Sunitinib As Initial Targeted Therapy for
Patients With Metastatic Renal Cell Carcinoma of Poor or
Intermediate Risk: The Allance A031203 CABOSUN Trial

Toni K. Chouelri, Susan Halabi, Ben L. Sanford, Olwen Hahn, M. Dror Michaelson, Megham K. Walsh,

Darren R Feldman, Thomas Olencki, Joel Picus, Eric |. Small, Shaker Dakhil, Daniel J. George, and
Michael ). Morris




CABOSUN Ensayo fase Il randomizado: Primera linea en RCC metastasico
Cabozantinib vs Sunitinib

Cabosun Phase |l Alliance First Line Study Design

Cabozaninb (n=79) | |T-mo ssessment
)L 60 mg q¢ orally by RECIST 11

16 wesk cyzlas! gvery ot"er cyck
Advanced RCC (N=157) ) .
» Clezr call component l.’:_j‘men' u?tl .
« Mzaswasle dizease Razndomization 1-1 diszage procieesion

» No prio- systemic trerapy
« ECOGPS 02
* IMDC intermediate or poor risk

No cross-overallowed | O M-olerable foxicly

groups Endpcints:
T f Sunttinib (n=78) | | T
> 50 mg qc orally
Stratificaticn: L (4 weeks onva wacks off) Seconcary: ORR,
* IMDC rizk group: Intzrmed ate, poor 0s, satet;"
* Bone metastases: yes, no
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CABOSUN Ensayo fase Il randomizado: Primera linea en RCC metastasico
Cabozantinib vs Sunitinib

Cabosun Phase |l Alliance First Line Study De

FSabozan: nb (n=79)

l

Advanced RCT (N=157)
» Clezr call compznent
Medsuracie dizease

16 wesk cycles’

>L 60 mg g¢ orally

Rzndomization 1-1

T.mo i
by RECIE

» No prio- systemic terapy Mo crosz-over allowed
« ECOGPS0-2
* IMDC intermediate or poor risk
groups
T f Suntinib (n=78)
Cal S0 mg qc¢ orally
Stratiticaticn: L (4 waeks onvd wacks off)

* IMDC rizk group: Intzrmed ate, poor
* Bone metastases: yes, no
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Table 1. 22selire Demogzphic and Cincal Chazctenstics

No. (%]
Cavsganinb  Suuinds Tuls
C-arazter stic In = 9 n=23 N =%

AJe. years

PAectinn =il L ] i

Range 400820 S10870 310870
Sex

Pl B3 [€3.6) 57 78.1) "8 783

Female 13 [16.9) 21 2600 3£ 1.7
=I"7iC ongin

Vit 70 E8.4 76262 ‘46 =21

Btk or A% ran Amarninan REED 7 7H Y 1=

Ralive Sewvziiar o Pealic lsla des 1115 0240 112€

Aslan 1103 D24a 12&l

Amencen Indiar ar A aska Natue 1113) o 1106

Rl recwied 1113) 024 118

Linknawr (patant unsura) FIZE) 113 INng
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CABOSUN Ensayo fase Il randomizado: Primera linea en RCC metastasico
Cabozantinib vs Sunitinib

Cabosun Phase |l Alliance First Line Study De

FSabozan: nb (n=79)

l

Advanced RCT (N=157)
» Clezr call compznent
Medsuracie dizease

16 wesk cycles’

>L 60 mg g¢ orally

Rzndomization 1-1

» No prio- systemic terapy Mo crosz-over allowed
« ECOGPS0-2
* IMDC intermediate or poor risk
groups
T f Suntinib (n=78)
Cal S0 mg qc¢ orally
Stratiticaticn: L (4 waeks onvd wacks off)

* IMDC rizk group: Intzrmed ate, poor
* Bone metastases: yes, no

T A%S158
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CABOSUN Ensayo fase Il randomizado: PFS

Figure 3. Kaplan-Meier Plot of Pregrassion-Free Survival per IRC

Medon PTS  No.of
mu(35%CE Svenls
~+ Cobozartinib N-79) 05(50-1400 42
1.0 "—‘-\t 4 Lardaul IN<TE) 53120-6.2) 49
HR=0 A (2% Q0. -0.74),
2anded P-00208

. | #FE has held up with a FR of 0.48 |

Fratand Ty ef PFS
o
»

" m
T —
Q.24 —
Ry
s —
Qo T v r r T T T v r '
0 3 5 < P 5 ™ n 2 ar FLR
Time Since Randovization [Months)
No ot itk
Cobozantinib  TY N 37 24 il 15 12 5 2 1 ’]
Sunitnib i8 35 21 12 7 s 3 2 1 ¢ 2

Dot at-ofl. Septewicms 15 3010

Choweki TK etal. LEA 33 ZENVO DT

Presented By Cora Sternberg at 2X1€ Sentournary Can2srs Symoosium: Transiating Evidence to Muttidiscipinary Car2



Phase 2 CABOSUN Study: Objective Response by
Investigator Assessment

Cabozantinib Sunitinib
(n=79) (n=78)
ORR, n (%) | 36 (46) ‘ 14 (18)
D% Cl. % 3457 10-28
‘Best overal respense, n . -
: Complete response 1 1
| Martiel respense | 35 » 135
| Stable disease | 26 28
Frcgressive disease 14 20
i Not evauable or mssin) 3 _ 16

Choueint TK et al JCan Oscol 2017 =et 20355) 391.0597
Chosein TH, e ol ESMO 2C10: LEADS_FR

Fresented By Cora Stembzrg at 2)13 Genitounnary Cancers Symposium: Translaing Evidence to Mullidiscplinary Care



CABOSUN Ensayo fase Il randomizado: PFS

Cabozantinib {(n = 78) Sunitinib (n =72)

Adverse Event
Grade 3/4 Grade 3/4

Any adverse event 77 (98.7) 52 (68.7) 71 (S8.8) 49 (68.1)
Fatigue 87 (85.9) 5(8.4) 59 (81.9) 11 (15.3)
Hypertension 63 (80.8) 22 (28.2) 49 (68.1) 16 (22.2)
Diarrhes 58 (71.8) 8 (10.3) 38 (52.8) 8(11.1)
AST increased 48 (61.5) 2(2.8) 23 (31.9) 2(2.8)
ALT increased 43 (55.1) 4 (5.1) 20 (27.8) 0(0)
Ancrexs 37 (47.4) 4(5.1) 23 (31.9) 0(0)
PPES 33 (42.3) 8 (7.7) 24 (33.3) 3({4.2)
Dysgeusia 32 (41.0) 0(0) 21 (29.2) 0(0)
Thrombocytopenia 31 (38.7) 1(1.3) 45 (62.5) 8(11.1)
OCral mucositis 28 (35.9) 4(5.1) 21 (29.2) 4 (5.8)
Anemis 26 (33.3) 1(1.3) 33 (45.8) 1(1.4)
Nauses 25 (32.1) 2(2.8) 28 (38.9) 3(4.2)
Weight loss 25 (32.1) 3(3.8) 12 (16.7) 0(0)
Neutropenia 12 (15.4) 0(0) 25 (34.7) 3{4.2)
Leukopenis 9(115) 0(0) 25 (24.7) 2(2.8)

Choueiri TK, et al. J Clin Oncol. 2017;35:591-597
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Phase Ill IMmotion151 Trial: First-line Atezolizumab/Bevacizumab
Combination Therapy vs Sunitinib in Metastatic RCC

Study Design

Atezollzumab 1200 mg IV q3w®

Key Ellgibllity: +
= Treatment-naive advanced Stratification: Bevacizumab 15 mg/kg IV q3wt
or metastatic RCC :
*MSKCC risk score

+ Clear cell anc/or

E sLiver metastases
sarcomaloid histalegy

*PD-L1 IC IHC status

s KPS =270 (< 1% vs = 1% ):\
« Tumor tissue availeble for S Sunitinib 50 mg/day orally
PD-L1 staining (4 wk on, 2 wk off)

22 1% IC: 0% prevalsnea using SP2 IHC sesay; N2 doee red.ction for 3le20ltzum3b o bevazizumab

ez 2018 Genitourinary Cancers Symposium | #GUIS Lrecenteq by Ur Roben Motzer



IMmotion151: PFS PD-L1+

Co-Primary
. . ) Endpoint
Progression-Free Survival in PD-L1+
a-c.
.G
' WNuodian FES o (35% Gl
[ Sad - Atezo + Bev 11.2 (8.9, 15.0)
§ 07 Suoifinik 7.7(6.8,9.7)
2 e HR, 0.74 (96% CI: 0.57, 0.96)
@ P=0.02
% 0.51
S
8 > '\‘—\"—1—
H
£ 0.2
£
& 0.2 —
0,11
u 1 1 I T |} 1 L 1
¢ 3 o 9 2 18 16 z1 z4 27
Mcnths
No. at R sk
Mezn= Bov 178 137 17 a4 79 55

M
40

Sunitinic 184 135 110 &3 64 R

2FS assessed by investgators. Min mum folloa-ua. 12 mo. Median follow-L2, 15 mo.
Ihe K1 5 analys 3 passed the pre-3pechec A valus boundary of alpha = 0.01.

ancers Symposium | #GULB" pr-scniec by Dr. Robert Motzer




IMmotion1l51: osITT

Co-Primary
. ) Endpoint
Overall SurvivalinITT Mecian 03, ma (35% Cl]
1.0+ Atezo + Bev Not reached
. x Sunitinib Not reached
0.8 HR, 0.81 (9%% CI 0.63, 1.03)
' F=0.09
T
T):: 0.61 g PSS
% 0.5
-
W (.4
0.3 « 08 data are immature: 29%
0.2- of patients had an OS event
0.14 at cata cutoff
':) T T T T T T T T
J 3 0 9 12 1% 16 z1 24 27
Manths
No, at Hisk
Atezo + Bov 454 228 398 an a4 24€ 141 B9 13
Sunilinmib 461 22 354 357 33 227 126 65 15

Ninimune f[ellow wp, 12 mo. Meciar of wlow up, 15 me. Evanl/palizal ralio. 27% [ 3220 + bay, 31% for supilini,

I e U5 analys's did nct £&ss the & va Ue bouncarny of 2003 - 0.000Y at the tirst intenm anzivsis

rezun 2018 Genitourinary Cancers Symposium | #GUIS orecented by Dr. Robert Mokzer
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IMmotion1l51: AEs

Safety Summary in All-Treated Patients

Treatment-related AEs

Secondary
Endpoint

Atezg + Bev Sunitinib

All treated A n=451 n = 446
Madian treatment duration (range), me 12.0(0-26.2) 9.2 (0-26.8)
AEs, "% 91% 96%

Grade 3-4, % 40% 54%,
AEs |eading tc discontinuation of i o
traatment regimen, % % 6%
AEs |leading tc discontinuation of any 129 85
treatment component, %°? ° °
Deaths, n Bu 1¢

« Safety results were similar in all-treated patients and in those with PD-L1+ disease

ACs acverse events.
3 atez0 - ey, Y% alez0 21y, 2%, bav only, 2%,

Rty

b Zer=nral 1ntarcion, inracranial haemorrnaje, adrenal msuiciency, multiple or¢ar cystunction syndrome, sepsis. = Cardiac émest

rescamat 2018 Genitourinary Cancers Symposium  #GULES  precerted by Dr. Roberd Motzer

Sooes




IMmotion151: AEs

Jecondary
Treatment-related AEs Spe
2 20% frequency In efther arm and > 5% dlfference between arms
Atezo + Bev Sunitinib

L AR NNV L P APNANN LS

Diarrhea
PPE
Hypertension
Faligue
Neusea
Dysceusia
Decreased appetite
Mucesal inflammation
Stomatitis
Asthenia

Vomiting  ww Allgrade AEs

Protelnurla "™ Crade 3-4 AEs
| I I I

1 1 1 1 1
E0% 0% 400 3% A% 1Y% () 1%  Z200% 0% 40 hii%s )%
PTE, pamar-plariar cranredeaasincala

|
|
|
|
|
|
|
|
|
|
|

w All-grade AEs
m Crade 3-4 AEs

rezun 2018 Genitourinary Cancers Symposium | #GUIS orecented by Dr. Robert Mokzer



Carcinoma renal
Algoritmo de enfermedad renal metastasica

S [

Vigilancia Recaida

Tratamiento 1° linea —— Resistencia 1° al tratamiento

E

Estabilizacion
Remision parcial Jl
v v

Remision completa

Progresion

Tratamiento 32 linea | < I | Tratamiento 2?2 linea Cﬁ




Opciones de tratamiento después de la progresion

__________________________________________________________________________________________________________________________________

(AL
-






] \
7 e ¢” \S
Caso CI INICO ‘) 2 ! Progresion tras TKI en primera linea
\\ ’,-’
\--\’,_

e Paciente de 64 afios con Ca renal de células claras con MTX pulmonares en
tratamiento con pazopanib

 Tras un ILP de 9 meses, se objetiva progresion de enfermedad a nivel pulmonary
mediastinico
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e Paciente de 64 afios con Ca renal de células claras con MTX pulmonares en
tratamiento con pazopanib

 Tras un ILP de 9 meses, se objetiva progresion de enfermedad a nivel pulmonary
mediastinico
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CaSO CI INICO 2 1 Progresion tras TKI en primera linea

* Paciente de 64 afios con Ca renal de células claras con MTX pulmonares en tratamiento con pazopanib

Tras un ILP de 9 meses, se objetiva progresion de enfermedad a nivel pulmonar y mediastinico

En ese momento el paciente:
— IK: 100%
— HTA bien controlada con lisinopril

€3 8§




First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable sunitin'h cr casozantinthar * Clinical trial
risk disease oazaganio nivclumab » Cabozantinib (catagory 1, preferred)”
* Nivolumab (category 1, preferred)”
» Axitinib (category 1)
» Lenvatinib + everolimus (category 1)
* Everolimus
lmomaty gacozantinib cr » Pazopanib
i EGE- , » Sorafenib
nvolumab 2T taree".ed *» Sunitinib
IMEC Intermediate therapy » Bevacizumab (cateqory 2B)
and poor risk » High-dose IL-2 for selected patients! (category 2B)
disease cabczantinib, VEGF targeted " SngiroSsnis oalegory <5)
sunitin'h ar therapy or and ) :
T . ) Best supportive care:
pazopan’y hivelurmab See NCCN Guidelines for Palliative Care

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

Seconc-lire wearnam i advanced ciseass

Pesl Ts

Nivolumob and cxbozentinib kave showr merated OS m patiects with edveased ccRCC previoacly treated with mixaziogsnics. an
the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A
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Nevartheless they may remain xcepteble aptions fullowing such agents, althcash they have not been tested in sardomuzed tra's in

scttaing Levd af evidence: Il Crade of recemmardstion: B
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First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable
risk disease

sunitinh cr casozantinthcr » Clinical trial

cazaganio nivclumab = Cahozantinib (categary 1 _preferred)”
* Nivolumab (category 1, preferred)”

» Lenvatinib + everclimus [category 1)

» Everolimus

ipilimumak; cazozantinib cr » Pazopanib
X EGF-targer » Sorafenib
n'volumab VEGF-targerad v

IMDC Intermediate terepy

and poor risk

» Bevacizumab (cateqory 2B)
* High-dose IL-Z for selected patients) (category 2B)

disease cabczantinib, VEGF tergeted " inmypimus (celegary 25)
sunitin'h cr therapy or aBndt " |
opanb! mivelurmab S“Islcupcpl IOG ".“: crarb. for Palliative C

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

| Seconc-lire ue:uj:\l ir. advanced ciseas
! ozentinib kave showr mersted OS m patiects with edveased ccRCC previoacly treated with mixaziogsnics. an

the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A

Pesl Ts
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CheckMate 025:

Ensayo Fase Ill de Nivolumab vs Everolimus en RCC ya tratados

Estudio Fase lll randomizado

Pts con carcinoma renal Nivolumab
3 mg/kg IV Q2W

avanzado o metastasico con

componente de células claras, Hasta PE
KPS > 70%, Progresién durante (n=410)
o después el ultimo > 0
tratamiento con terapia toxicidad
antiangiogénica \ inaceptable

(N = 821)

* Objetivo primario: OS

* Obijetivos secundarios: PFS, ORR, Duracion de respuesta, seguridad

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813



Checkmate 025: os

Median OS,

Mes (B5% Cl)
Nivolunmgl 280 (21 3-NF)
— FVerallimis 196 (17.0-23.1)

FR 0.73(98.5% C . C.27 0.93, P~ .0018)

Minimum “allnw-up 14 mos

Pts atRIsk, n
Nivoumab 410 =89 359
Lverolmus #1411 266 327

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813



Checkmate 025: 0s estratificada por PD-L1

FD-L121% FD-L1<1%
(n-181756;24%)  Mcdlan OS, (m - 575i756; 76%) Mcdlan OS5,
Mos (95% CI) L - Wosg (95% Cl)
~ havoumak 2.5 (16.5-20.7) : bavoumak 204 21.4-N_)
—Ewroimuz 212 '7.7 26.2)

Ewroimuz 1820119 19.9)

HE N T6
(=% €I 0 A0-N 97)

27 30 1 T R 9 12 15 18 ;
Mos

21C 39 '35
o2 4l

Flal Sk, 1 Pts at Risk, n
Migdoupsd: 94 21 73 T3 00 & 53 : 1 Wrhmas 378 205 247 233
Ehs 97 T7 63 B3 A2 DRGNS S0 L6 S22 471 QUL

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813



Checkmate 025: prs

Median PF5,
Mas (95% CI)

— IYIIMAD 4€(3.7-54)
— Lwermiys 14037 5.5)

HR" 0 88 (95% CI' 0 75-7 03 P = 11)

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813



Checkmate 025: Tasa de respuesta

Response Nvolumab Everolimus
(n = 410) (n = 411)

ORR* 25 5

* Odds ratio (9%5% C)) 598 (358-9.72)
Best overall response, %

*CR/IPR 215 39

5D 34 55

*FD 35 28

* Not evaluated 6 12
Medan time to response, mos (range) 35(14.248) 3.7(1.5-11.2)
Medan duration of response, mos (range) 120 (0-27.6) 120(0-22.2)

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813



Checkmate 025: Seguridad

Adverse Events N‘I:illig;a,b E\[l:?;.g‘;l]ls

Any Grade Grade 3/4 Any Grade GCrade 3/4
Treatment-related ASs, Y% 79 18 83 37
Treaiment-relsted AZs leading 8 53 13 5%
te discentinuation,
Treatmsnt-related deaths. n 0 2

ILAL in210'% Nivolumab Lverclimus TFAF in > 10% Nivolumah Fveralimus
ot Pis, % (n — 4086) {n—-349r5) of Ms, % {n = 40K} (n = 297)
Any Grade Any Grade My Grade Ay Grade
Grade 34 Crade 39 Grade 341 Grade 34
Dyspnzz 7 1 13 1 Al events 79 19 a8 37
Fznpheral =dema 1 D} 14 1 Faliyow 3 z 3 3
M-~pumaon tis 4 1 15 3 N=usea 14 <1 v 1
_M;lC:SOI 7 3 0 19 3 Pr_ritus 14 0 10 0
monibbhodseti U arrhea 12 1 21 1
Dysguasia 3 0 13 0 Dzcreaszd 12 N 21 |
Hynergly-emia 2 1 12 2 appe:1c = i3 =
S:tomatitiz 2 0 29 - Hzsh 10 <1 20 1
Hypertliglycendeiia 1 D) 16 5 Czugh < g 19 0
Fpistax s 1 N 10 0 Aremiz 8 z 24 g

Motzer RJ, et al. N Engl J Med. 2015;373:1803-1813
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Caso CI INICO 4) 2 { Progresion tras TKI en primera linea
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e Paciente de 64 afios con Ca renal de células claras con MTX pulmonares en
tratamiento con pazopanib.

 Tras un ILP de 9 meses, se objetiva progresion de enfermedad a nivel pulmonary
mediastinico y dseas a nivel de fémur derecho
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Caso CI INICO 4) 2 { Progresion tras TKI en primera linea
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* Paciente de 64 afios con Ca renal de células claras con MTX pulmonares
en tratamiento con pazopanib ~~

 Tras un ILP de 9 meses, se objetiva progresion de enfermedad a nivel 9:

pulmonar y mediastinico y dseas a nivel de fémur derecho &
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First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable sunitin'h cr casozantinthar * Clinical trial
risk disease oazaganio nivclumab » Cabozantinib (catagory 1, preferred)”
* Nivolumab (category 1, preferred)”
» Axitinib (category 1)
» Lenvatinib + everolimus (category 1)
* Everolimus
lmomaty gacozantinib cr » Pazopanib
i EGE- , » Sorafenib
nvolumab 2T taree".ed *» Sunitinib
IMEC Intermediate therapy » Bevacizumab (cateqory 2B)
and poor risk » High-dose IL-2 for selected patients! (category 2B)
disease cabczantinib, VEGF targeted " SngiroSsnis oalegory <5)
sunitin'h ar therapy or and ) :
T . ) Best supportive care:
pazopan’y hivelurmab See NCCN Guidelines for Palliative Care

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

Seconc-lire wearnam i advanced ciseass

Pesl Ts

Nivolumob and cxbozentinib kave showr merated OS m patiects with edveased ccRCC previoacly treated with mixaziogsnics. an
the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A

MDecisknm s citha o d my b= Lo’ o e rLEx alion l’ aulo oot muwleat ons b eadid oA m bkvmiral ddais
L=vel of =viderce: IV. Grud= of recommerdation: D

Opeie
AErio|lL B
Seimes[ 1L E]
Axidnib znd everzHmus have aot shown increasad CS afier prioe arsiun @ogeric therany anc should not be used before the previous ag SacRa i, Bl
Nevartheless they may remain xcepteble aptions fullowing such agents, althcash they have not been tested in sardomuzed tra's in

scttaing Levd af evidence: Il Crade of recemmardstion: B

Larvatimb in combmation with eserolimas bas shown iaoreased OS in patients with advarced ceRCC 10 o mundom:zed phase 1l mal, m
soile k] slierwat v oo diess [ s Tevel idevibks e I (halke of mommembinie B




First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable sunitin'h cr cazorantinthcr t
risk disease cazaganit * Cabozantinib (category 1. p"OfGﬂ’G'?)"
» Axitinib (category 1)
» Lenvatinib + everolimus (category 1)
* Everolimus
» Pazopanib
ipilimumats e » Sorafenib
n'volumab ' » Sunitinib
IMEC Intermediate » Bevacizumab (cateqory 2B)
and poor risk » High-dose IL-2 for selected patients! (category 2B)
disease cabczantinib, VEGF tergeted  Temsirolimus (category 2€)
sunitin’lh ar thesapy or and ) :
T & ot Best supportive care:
pazopan’b hivelurmiab Soe NCCN Guidelings for Palliative Care

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

Sc'.'ott.-lir! wearnant in »j\'a.jsﬁ Ciseasz *
Nivolur “%ave showr merxted OF 1 patierts with odveased ccROC previoacly treated with mixaziogsnics. and

the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A

Pesl Ts

MDecisknm s citha o d my b= Lo’ o e rLEx alion l’ aulo oot muwleat ons b eadid oA m bkvmiral ddais .l -
L=vel of =viderce: IV. Grud= of recommerdation: D
Opeio
ANErio|lLE
Seimes[ 1L E]
Axidnib znd everzHmus have aot shown increasad CS afier prioe arsiun @ogeric therany anc should not be used before the previous ag Sarcha [ I, Bl
Nevartheless they may remain xcepteble aptions fullowing such agents, althcash they have not been tested in sardomuzed tra's in
scttaing Levd af evidence: Il Crade of recemmardstion: B

Larvatimb in combmation with eserolimas bas shown iaoreased OS in patients with advarced ceRCC 10 o mundom:zed phase 1l mal, m
soile k] slierwat v oo diess [ s Tevel idevibks e I (halke of mommembinie B



METEOR:

Cabozantinib vs Everolimus en RCC avanzado

Estratificado por los grupos de riesgo
MSKCC (favorable vs intermedio vs pobre),

previo TKis (1 vs 2 2) Evaluacién del tumor

por RECIST 1.1 cada 8

Pts con carcinoma Cabozantinib semanas
renal de células claras V/ 60 mg QD PO
avanzado, Progresion ——»Tratamiento hasta PE o
a un VEFGR TKI \ toxicidad inaceptable
dentro de los 6 meses
previos No se permitié el
(N =658) sobrecruzamiento

* QObjetivo primario: PFS

* Objetivos secundarios: OS, ORR, seguridad

Choueiri TK, et al. Lancet Oncol. 2016;17:917-927



METEOR:

Cabozantinib vs Everolimus
en RCC avanzado PFS

Median
No.of Progression-free  No.of
Patients Survival Events
mp (95% Ci;]
11¥)- Cabozantinib 187 74 (5.6-9.1) 121
90- Everolimus 188 3.8 (3.7-5.4) 125
£ 80 Hazard ratio for pregress on or death,
= D 5% (95 C1 0 85-0 73)
s 70 P<0 |
3 6n-
& s
§ 40
g 30 Cabozantirib
& o0 s
& 10+ Everolimus
J T T T T T 1
0 3 6 9 12 15 €
Months
No. at Risk
Czbozantinib 187 152 32 68 20 6 2
Everolimus 183 99 46 25 10 2 0

Choueiri TK, et al. N Engl J Med. 2015;373:1814-1823



METEOR:

Cabozantinib vs Everolimus en RCC avanzado
oS

‘\“h
\._*-‘ \-\'\
- .

- M
Med I;:::?H’W‘bq_

Mos [95% CI)
Caboganlinib  21.4 (18.7-KE)
Fverolimis 15.5 (14.7 188)

Choueiri TK, et al. Lancet Oncol. 2016;17:917-927



METEOR:

Cabozantinib vs Everolimus en RCC avanzado
OS por subgrupos

Paticnts Oveiall survival
cabozantnib'cveroimus  Events cabozantinib'everolimus KR (95% CI)

330/32¢8 140180 0.6% (0.55-083)

19%/192 86107 0.72 (054 2921
124132 5473 : 0.62 (0 #-08E)

7736 37!52 : 0.71(0 48-1.02)
253241 106/128 : 0.6% (0 5°-085)
Bonw 11ulsl=ses :

No 283262 106/ 137 : 071 055-201"

Yus il 3542 : 0.51 0 3-281)
Visod me.2s 3=0s

o A9 3247 - N77 M0 44-1-2)

YR3 P v o 108440 : E= @ 520 HA)
Vizrerd and hone me1asiaszes :

No 2AN? 5 L e ) 075 Qh A/ =085

YRS BN 44 - 11&5 [ A0 i)
L. ottty 5002 1K -

<H mas : KU : NE= @ 3/-101)

» B A3 o A YA 4 : 6= @ S2-0 90
I'rogressinn =tter start ©t st reratt \

~ 3 oS 4468 545 . 0720047 124)

=3 mas 283252 113124 - 062 (053 8%

006:29.1280.2505 1 2 4
. ypymyep Sl
FIVIIS CADOZaNtnID  =avors evero imus

Choueiri TK, et al. Lancet Oncol. 2016;17:917-927



METEOR:
Cabozantinib vs Everolimus en RCC avanzado
ORR

Tabla 4: Resumen de lus resultados de ls TRO segan la revision del comité de radiologis independiente
(CRI) y la revisién del investdgador

Analisis TRO principal segiin TRO segiin la revisidn del
C'R1 - Poblacion con intencion de investigador - Poblacion con
(rular intencion de tratar
Variable CABOMETYX Everolimus CABOMETYX Everolimus
N =130 N =323 =33l N = 32%
TRO (sulu 17 %013 %, 3% (2%,6 %) 24 % (19 %, 4% (2%, 7 %)
respuzstas 22 %) 292 %)
parciales)
HC 45 ")
valor de o p~0.0001 p- 0.0001
Respuestn parcic! 17 9% 3 % 24 % 4 %
Meciana de iempo Il (Lo, 11U 2.4(1,9.92) I (L3, Y95 350 (1,8, 5,0)
has:a la Pnmzra
Iespucsly, meses
(IC 935 %4)
Lnfermedad es:able 05" 02 6% 030
como Mejor
Iespucslda
Fnfermaodad 1284, 27 % 9 < 27 %
Progresiva como
Mejor respuesia

! prueba dz chi-cuadrade



METEOR:

Cabozantinib vs Everolimus en RCC avanzado Seguridad

Grade 3/4 AEs in 2 5% Cabo Eve
of Pts in Either Arm, % (n=331) (n=322)
Any AE 71 60
Hypertension 15 4
Diarrtea 13 2
Fatigue 11 7
HFS 8 1
Decreased appetite 6 1
Anemia 6 16
Hypomagnesemia 5 0
Asthenia 5 2
Nausea 5 0
Hyperglycemia 1 5

Choueiri TK, et al. Lancet Oncol. 2016;17:917-927



First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable sunitin'h cr casozantinthar * Clinical trial
risk disease oazaganio nivclumab » Cabozantinib (catagory 1, preferred)”
* Nivolumab (category 1, preferred)”
» Axitinib (category 1)
» Lenvatinib + everolimus (category 1)
* Everolimus
lmomaty gacozantinib cr » Pazopanib
i EGE- , » Sorafenib
nvolumab 2T taree".ed *» Sunitinib
IMEC Intermediate therapy » Bevacizumab (cateqory 2B)
and poor risk » High-dose IL-2 for selected patients! (category 2B)
disease cabczantinib, VEGF targeted " SngiroSsnis oalegory <5)
sunitin'h ar therapy or and ) :
T . ) Best supportive care:
pazopan’y hivelurmab See NCCN Guidelines for Palliative Care

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

Seconc-lire wearnam i advanced ciseass

Pesl Ts

Nivolumob and cxbozentinib kave showr merated OS m patiects with edveased ccRCC previoacly treated with mixaziogsnics. an
the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A

MDecisknm s citha o d my b= Lo’ o e rLEx alion l’ aulo oot muwleat ons b eadid oA m bkvmiral ddais
L=vel of =viderce: IV. Grud= of recommerdation: D

Opeie
AErio|lL B
Seimes[ 1L E]
Axidnib znd everzHmus have aot shown increasad CS afier prioe arsiun @ogeric therany anc should not be used before the previous ag SacRa i, Bl
Nevartheless they may remain xcepteble aptions fullowing such agents, althcash they have not been tested in sardomuzed tra's in

scttaing Levd af evidence: Il Crade of recemmardstion: B

Larvatimb in combmation with eserolimas bas shown iaoreased OS in patients with advarced ceRCC 10 o mundom:zed phase 1l mal, m
soile k] slierwat v oo diess [ s Tevel idevibks e I (halke of mommembinie B




First-line thcrapy Sccond-line thcmw SUBSEQUENT THERAPY™
(alphabetical by category and preference)

IMDC favourable sunitinh cr casozantinthcr » Clinical trial

risk disease oazaganio nivclumab » Cabozantinib (catagory 1, preferred)”

» Lenvatinib + everclimus [category 1)

» Nivolumab (category 1, preferred)”

oI b cazozantinibcr » Pazopanib
i AP : » Sorafenib
nvolumab VEGF-targeted » Sunitinib
and poor risk » High-dose IL-2 for selected patients! (category 2B)

disease cabczantinib, VEGF tergeted

sunitin'h &r therapy or and

pasupanhbt nivelurmab Bsostlslcugp p||°gm"n| cra m.[ Palliative C

» Temsirolimus (category 2E)

A

See Evidence Blocks on KID-4A

Bcxed cztegories represent s:-ong recommendat ons

Seconc-lire wearnam i advanced ciseass

Nivolumob and cxbozentinib kave showr merated OS m patiects with edveased ccRCC previoacly treated with mixaziogsnics. an
the recommanded trcaimcrts for these pabients. Level of evadence: 1. Grace of recomenendabone A

= = le s peximl bicity s slon oot mmlic ons fn eadid n #s m bkvmiral ddais
L=vel of =viderce: IV. Grud= of recommerdaioe: D

S VAL 10 COMEMAI0n wih eherolin 2 Fas shown isreased OS in patients with advarced ¢eROC 10 o nindom:zac phace Il ma, m
sodle kil slicrmat v fin dies [ ks [evel idevibkm e I Ghale of momiembiie B

Axidnib znd everzHmus have aot shown increasad CS afier prioe arsiun @ogeric therany anc should not be used before the previous ag
Nevartheless they may remain xcepteble aptions fullowing such agents, althcash they have not been tested in sardomuzed tra's in
scttaing Levd af evidence: Il Crade of recemmardstion: B

Pesl Ts

Opiide
NErD LB
seimes[ L E)
SaRa [, B



PFS probability

1.01

0.8

0.6

0.44

0.21

0.0

Phase 2 Study:

Efficacy of Second-line Lenvatinib + Everolimus

Progression-free survival

Median PFS, months (95% ClI)
—Len + Eve (n =51): 14.6 (5.9-20.1)
Len (n=52): 7.4 (5.6-10.2)
—Eve (n =50): 5.5 (3.5-7.1)

Len + Eve vs Eve
HR 0.40 (95% Cl, 0.24-0.68);
P =0.0005

Len + Eve vs Len

HR 0.66 (95% Cl, 0.39-1.10); P = 0.12
Len vs Eve

HR 0.61 (95% Cl, 0.38-0.98); P = 0.048

Overall survival

Median OS, months (95% CI)
—Len + Eve (n =51): 25.5 (16.6-32.1)

T T T T T T I
3 6 9

Time, months

1.0
—Len (n =52): 19.1 (13.6-26.2)
—Eve (n = 50): 15.4 (11.8-20.6)
0.84
Z
= 0.6-
©
Q0
o
o 0.4
o
Len + Eve vs Eve
. ( % , U.50—U. ),‘ = Ul
0.24 EeRnOJrSEQVGQ‘?S/LErI‘O% 0.97); P =0.065
HR 0.79 (95% Cl, 0.48-1.30); P = 0.309
Len vs Eve
HR 0.75 (95% Cl, 0.47-1.20); P = 0.13
I O.O L] L] L] L] L] L] L] L] L] L] L] L] L] L]
24 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time, months

Eve, everolimus; Len, lenvantinib

Motzer RJ et al. Lancet Oncol. 2015;16:1473-1482

Hutson TE et al. Presented at: ASCO 2016 Annual Meeting; June 3—7; Chicago. Abstract 4553

This scientific information may include data/information on investigational uses of compounds/drugs that have not yet been approved by regulatory authorities.
This medical education event is intended for non-US health care professionals (HCPs).



Phase 2 Study:

Grade 3/4 Treatment-Related AEs With Second-Line Lenvatinib + Everolimus

40 4 Grade 3/4 AEsa

B Lenvatinib + everolimus (n = 51)
30 - B Lenvatinib (n = 52)
Everolimus (n = 50)

aQOccurring in >1 patient (>2%) in any arm

Motzer RJ et al. Lancet Oncol. 2015;16:1473-1482

This scientific information may include data/information on investigational uses of compounds/drugs that have not yet been approved by regulatory authorities.
This medical education event is intended for non-US health care professionals (HCPs).












Caso 3: Seleccion del tratamiento en funcion de las
comorbilidades del paciente

Paciente de 59 afios con tumor renal de células claras
intervenido con MTX pulmonares, mediastinicas y pancreatica

Otros AP: artriritis reumatoide y esta en tratamiento con
adalimumab

Progresion a pazopanib y cabozantinib. No hay disponibilidad
de utilizar lenvatinib+ everolimus



Updated European Association of Urology Guidelines
recommendations for the treatment of first-line clear-cell metastatic
renal cancer

First-line therapy Second-line therapy

IMDC favourable
risk disease

cabozaniinibor
nvolumab

sunitinib or cabozantinibor

pazopanib nivolumab

~_------------------------—

)
I
I
I
I
I
I
I
I
1
I
I
I
cabozantinibor : cabozantinib or an
I
I
I
1
I
I
I
I
I
I
I
\

|r.i-|imuma b/ VEGF-tzrgeted alernative targeted
nivolumab
IMDC intermediate therapy therapy
and poor risk
disease cabozantinib, VEGF targeted An alternative
sunitinib or therapy or targeted therapy or
pazopanib*® nivolumab nvolumab
\~ ——————————— ',

Boxed categories represent strong recommendations




Updated European Association of Urology Guidelines
recommendations for the treatment of first-line clear-cell metastatic
renal cancer

National NCCN Guidelines Version 3.2018
SN (" Kidney Cancer
Network! NCCN Evidence Blocks™

SUBSEQUENT THERAPY™
(alphabetical by category and preference)

« Clinical trial

» Cabozantinib (category 1. prefarred)"
* NIV ,

« Axitinib (category 1)

+ Everolimus
Relapse or Predominant » Pazopanib
Stagp Wand | o |ciear cell —— L Sorglgqlb
surqgically histology * Sunitinib
unresectable » Bevacizumab (category 2B)

» High-dose IL-2 for selected patients! (category 2B)
* Temsirolimus (category 2B)

and

Best supportive care:!
See NCCN Guldelines for Palliative Care

See Evidence Blocks on KID-4A




Updated European Association of Urology Guidelines
recommendations for the treatment of first-line clear-cell metastatic
renal cancer

Mol NCCN Guidelines Version 3.2018
Comprehensive Kldney Cancer

Cancer

™

[ Post TK avdmTOR J [ Pest K  nivelumab ] l%s TKI.'l:a:cea‘me

—_——————
soaknb |1, B)

—_——
Standard Sandarg
Catozantirib [\ A) Nivolamab [/, 4]

Ihird he

Stanfad
ireatment :

Nvumab 1L Al
Cabozantnio I A]

Nevelunzb [V A
Cabuzmlinib [/, A)

q[f)'l‘l ption
Acitnb IV, €] e
bverdins [V, Cl Aciinb (VB

Optixre
Cther KLV B,

Rechallenge [IV, B]

Cptos
Ereolmus 1, B]

N —— ey

* Bevacizumab (category ﬁ)
» High-dose IL-2 for selected patients! (category 2B)
* Temsirolimus (cateqgory 2B)

and

Best supportive care:!
See NCCN Guldelines for Palliative Care

unresectable |




Updated European Association of Urology Guidelines
recommendations for the treatment of first-line clear-cell metastatic
renal cancer

Mol NCCN Guidelines Version 3.2018
Comprehensive Kldney Cancer

Cancer

™

Second-line treatment in advanced discase
Nivolumab and cabozantinib have shown increased OS in patients with advanced ccRCC previously treated with antiangiogenics, and are
the recommended treatments for these patients. Level of evidence: 1. Grade of recommendation: A
Decisions to use either agent may be based on the expected toxicity and on contraindications for each drug, as randomized data is lacking.
Level of evidence: IV. Grade of recommendation: D
Lenvatinib in combination with everolimus has shown increased OS in patients with advanced ccRCC in a randomized phase II tnal, and is
id alternative for these patients. Level of evidence: II. Grade of recommendation: B

Axitinib and evprolimus have not shown increased OS after prior antiangiogenic therapy and should not be used before the previous agents.
- 55 they may remain acceptable options following such agents, although they have not been tested in randomized trials in this
setting. Level of evidence: 1. Grade of recommendation: B

* Temsirolimus (cateqgory 2B)

and

Best supportive care:!
See NCCN Guldelines for Palliative Care




AXis

ECOG 0: 54%
Prior Sunitinib: 54%
Poor Risk MSKCC: 33%

Eligibility criteria:

Histologically-confirmed
mMRCC with clear-cell

component

Axitinib
, S mg b.i.d.
Failure of prior first-line
regimen containing 21
of:

Sunitinib

Sorafenib
400 mg b.i.d.

Treat until PD, unmanageable AE
or withdrawal of consant

Bevacizumab + IFN-a

Temsirolimus

20 -=->N-S 002> 2

Cytokine(s)
’ ' Stratifi cation.

& Prior regimen
¢ ECOGPS(0ws 1)

Primary endpoint: PFS

Secondary endpoints: OS. ORR. duration of
response, safety, QoL (FKSIand EQ-5D)



PFS (probability)

AXIS: PFS

1.0 n*  mPFES months 95% Cl

0.9- — Axitinib 361 6.8 6.4-8.3
~—— Sorafenib 362 4.7 4.66.3

0.8-

0.7 p<0.0001 (log-rank)

Stratified HR=0.67

0.69 (95% CI: 0.56-0.81)

0.5+

0.4-

0.3+

0.2

0.1-

0.0 T T T T T T T T T T

L] 1 L 1
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28
Time (months)






Carcinoma renal
hay subtipos histologicos

y
no todos se comportan de la misma manera

Celulas claras Paplla- tipo 1 Papllar tipc 2

Tipo
75% 5% 10%
VHL Met FH BHD

Ademas, existe heterogeneidad intra-tumoral y
del tumor primario respecto a las metdstasis

No se trata de una unica enfermedad




Carcinoma renal
hay subtipos histologicos

y
no todos se comportan de la misma manera

Celulas claras
5% |

Tipo

VHL Met FH BHD

Ademas, existe heterogeneidad intra-tumoral y
del tumor primario respecto a las metdstasis

No se trata de una unica enfermedad




Cancer renal Células no claras

Lable 2 Summary af main outcomes and harms of the included studees: oserall survnal (US), progression free survival (PFS ) Kesponse Evaluation Critenia ia Salsd Tamors |KECIST |, and tosacity
MT Cimiprale A Swe, Pdimis Kool 05 Jumi] 05 HR S (nw) PPS HR Romgun e T ily Tioxidy
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femalz RCC [n]
ESIN et line Everolimus 5823 73) 29n 35 100 140 L1 LIE CR: 0 54 Znnmda: 5735
X% Cl(E-214) LHEC 2105 £xQ PR Fetpue: 2/25
067-2.011 D24
rocs
Zunitink G3 [28-70) 1914 n 1C.2 a1 R0 &3 Fatipee 13'3]
LEC(MHMZ-NA) X% Cl(4.2-94) FR: 2 Hypestension 931
b 1l | Ml 8%%
rma Mo s gwnia 455
AsPreN Fve nlinnn 48 ve-97) 41 “ 100 142 112 “n 10 (g S s Anmida WYY
PERCI(C =T F*uNM CRCI*%-aY) WM re 4 Strmadin v 48T
N2 10 9 W
LAl e s
=L
OEE-22T)
Sunitinip bd X% 10]) 31« 31 31.5 3 e Ly > | uypcmnsloa 1351
ELZC(I4E NA) XX CI(E8 114) 'R: 9 Ixction 551
D 3] Dicrthea 5151
rp: 11 Thromaceyteaoniy 4)5°
RECCROS first Las  Everolimus 62 120 233y 16y’ £ '3 al 1.5 - :
Rng> 126 29) EZQ
'09-2.9)
Zunitink G2 126-84Y 17555 B ] 5 -4 .2 - - -
Rang= | 54-12E)
ARCT Intesfaroc-u Gl 25n X v 4 145 1.8 ade CRYR D -~ -t
XX CQ.2-73 ¥z XE 021 FEAO-2G2) CRIRSD D
G RES TR
Tennin b nn as 241 9 "R 118 r e 2 - -
PECING-1%) U (Y 5-59) CRAESD 14
QU™ 17 Towm inih nd /18 »™ 100 nrs - ’ - L4 S 2 1Y Anaida 7178
Mares 128
e _ _ Koguropenia 1125
------------ R e | o e L i = SRRl 7 T e R R
ErlonNdd TEacaminasos 2/25

Anamda 1125
Myocardal Intarction 1725

Eur Urology 71 (2017) 426—43¢



SYSTEMIC THERAPY™?
(alphabetical by calegory and preference)

= Clinical trial (preferred)

= Sunitinib (preferred)

+ Axitinib

+ Bevacizumab

+* Bevacizumab + erlotinib for selecled patients with advanced
papillary RCC including HLRCC

+ Bavacizumab + everolimus for selected pationts with
advanced papillary RCC including HLRCC

» Cabozantinib

+ Erlotinib

+ Everolimus

+ Lenvatinib + everclimus

* Nivolumab

* Pazopanib

= Sarafenib

- Tomsirolimus (categery 1 for poor-prognosis patients;”
category 2A for cther risk groups)

and

Best suppartive care:' See NCCN Guidelines for Palliative Care

Recommendation

¢  VEGER imhibirars, such as sumbnib. are the preferred
option for papillary RCC. Level of evidence: 1. Grade

of recommendation: H.

Samlad

Sunknk || B)

rtan
Tensivans 1B
Soaenk |II.B
Faxcpanb Il BI
MNeeaimos |0 R

Both mTOR innbiters (evasnlimus and tamsirelimus) and VEGF tamgetea theraples (sunitinin or ca
soralenib) have limited oncological clficacy in non-clear sell ECC. There s a non-significant trend for
impreved oncological outcomes for sunitini, over everolmus.

Oﬂ'ér sunilin-b as ﬁrsl-line' ihuapy lor—non-dear vall metastatic RCC. Weak
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Algorithm incorporating emerging first-line options

Good risk Bevacizumab/Atezolzumab Cabozantnib
Cabozanfinib* Nwvolumab
Intermadiate/Poor-risk Bevacizumab/Atezolzumab Cabozantnib
Nivelumab/Ipilimumeb
Cabozantinib* Nwvolumab
* For special populatiens je.g. bony metastabic diseasel IK ) 1:!: el

Preszntad By Sumanta Pal at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Beyond the current debate ...

2007 2009 201 2015 2018

Future Debates:

1. Buikding on froat-line 1D data
2. Role for VEGF or 10 alone”
2. PD-.1 status (or other blomarker)? Tk Cityof

¥ Hope

Presented By Sumantz Pzl at 2018 Genitourinary Cancers Symposium: Translating Eviderce to Mulidiscipinary Care



VEGFR + PD-1/ PD-L1

N "
Javalin Renal 101 - NCTO2684006: Keynote-428 « NCT02853331: IMmotion 151 -« NCT02420321:
PD-L1+ VEGFR TKI' PD-1+ VEGFR TKI? PD-1+ VEGFR TKF
Poweros a1 inlarredats sedpeorr ot Phese [Il N=840 Phase IIl N915
Phase |Il N=830 Co-primary endpoint FFS, 03 Co-primary endpoint: PFS, 08
Primary endpoint: PFS | RANDOWISATION | | ranpossanon |
[ RANDOMISATION ] I
¥ 1 v ¢ v v )
e
bevacizumab
v a y 1
f ) | CheckMate 3ER = NCT02444477- |
CLEAR = NCTD2811861:
VEGFR TKI = mTOR/ PD-14 PD-1+ CTLA4 L VEGF 1K)/ FR-1 + VEGFR TKF’

.

FPhasc Il N=735
Frimary endpoint: PFS

[ iuuucnw.r(m ]

Le-vah nib +
everolimus

Lonuhmb +
mbralizuma

Prlmary.mpotm PFS
[ RANDOMISATION ]

+

Nivolumab +
iphimumab

cabazantinib

v

Piv-..dunub -
cabozantin

|

*

*These combinafions are not approved by the ENA




Gracias

ricardo.collado@salud-juntaex.es



