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Datos clasicos
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Skin, SQ, or distant nodes (n = 1,474)

Survival Rate (proportion)

Lung + skin, SQ (n =1,895)

Nonpulmonary visceral (n = 4,603)

Mediana: 6-7 meses

A 2 anos: 13%
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Balch, J Clin Oncol 2009






Mecanismo accion anti-CTLA4
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IP1 + GM-CSF

Ipi: Median 12.7 mo
95% CI (10.0. -)

==== |pi(1=year rate: 52.9%, Median: 12.7 Mo)

— Ipi+Sarg (1-year rate: 68.9%, Median: 17.5 Mo)
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Ipi+Sarg: Median 17.5 mo
95% CI1 (14.9, -)

0 2 4 & 8 10 12

Hodi, ASCO 2013
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Ipilimumab a largo plazo ..
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¢ Paciente 6ptimo IPI?




Prediccion respuesta a IPI

Ipilimumab

—~

Spranger, Sci Transl Med 2013
Holmgaard, J Exp Med 2013



Mecanismo accion anti-PD1
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Nivolumab: fase |

001-0'3-1-3-10mg/kg/ 2 sem.
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N=107
97% ECOG 0-1
36% LDH elevada
66% dos o0 mas lineas previas
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ORR 31% (41% at 3 mg/kQ)

Dose, mg/kg —
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Sznol, ASCO 2013



Progression-free survival (%)

Nivolumab fase |
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Nivolumab fase |
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Overall survival (%)

Pts at risk
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1-year OS : 62%

2-year OS : 43%
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NIVO + vacuna

Un 25% de pacientes refractarios a IPI
puede responder a NIVO

PD-L1 no es un marcador fiable de
respuesta a nivolumab

Weber, ASCO 2013



Bloquear CTLA-4 y PD1
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anti-PD1

Nivolumab

Ipilimumab

Ribas A. N Engl J Med 2012;366(26):2517-9.
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NIVO + IP] fase | RACIONAL

Secuencial

Tras IPI, nivolumab /2 sem., maximo 48 sem. (dosis 1 y 3 mg/kg)

mg/kg
Concomitante
NIVO IPI
Ipilimumab once every 3 weeks Ipilimumab once every 12 weeks 0’3 3
(4 doses) (8 doses)
v ¢ Jr v 4 ~Ir ~Ir Jr 2R 2 2 2 T
Weeks 0 9 12 15 18 21 4 72 84 96 108
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Nivolumab once every 3 weeks Nivolumab once every 12 weeks
(8 doses) (8 doses) 3 3

Wolchok, NEJM 2013
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( 1 mg/kg nivolumab + 3 mg/kg ipilimumab

A First occurrence of new lesion
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MK3475 fase |

10 mg/kg/2s - 10 mg/kg/3 s — 2 mg/kg/2s

|

N=135
48 Pl previo

Hamid, NEJM 2013



MK3475 fase | NACIONAL

140 IPI previo
No IPI previo

Respuestas RECIST

No IPI previo IPI previo

10 mg/kg /2w (n = 52) 49 62
10 mg/kg /3w (n = 45) 26 27
2 mg/kg /3w (n = 20) 25 -

Hamid, NEJM 2013
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MPDL3280A fase | ACIONAL

RG 29%
SLP a 24 semanas 43%

Hamid, ASCO 2013



¢ Paciente 6ptimo anti-PD1?

ENSAYOS CLINICOS

Criterios de inclusion
Criterios de exclusion
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Algoritmo terapéutico ...
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¢ Dosis Optima de IPI? i .

CA 184-169
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260 mg BID
for 6 wooks
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IPl y vemurafenib bacon

CA 184-240
10 mg'kg 10 mg'kg 12w until PD At VemT last dose level
ga3w x 4 doses or unacceptable toxcity until PD or unacceptable toxicity
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Ipi D1 Ipi W24 Vem2D1
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CA209067

Estratif:

PD-L1
BRAF
Estadio
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Otros ensayos NIVO ..

12 linea
BRAF normal

12 linea
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MK 3475-006

Estratif:

PD-L1
ECOG

Linea tto.
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Prediccion respuesta incierta

IPly anti-PD1: ensayos clinicos
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