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Epidemiologia

Incidencia en aumento: se duplica cada 10-20 anos

Representa un 2.5% de los canceres y un 1-2% de las muertes
por cancer

Representa 4% canceres de piel y 79% muertes por esta causa

En Espana en 1997 era la 1632 causa de muerte por cancer en el
hombre y la 1922 en la mujer

Aproximadamente un centenar de casos metastasicos al ano en
la comunidad Valenciana

Un tercio de melanomas metastaticos ocurren en menores de
50 anos

Hasta 2010 ningun tratamiento habia mejorado la supervivencia

Hasta 2010 la mediana de supervivencia era de 6 mesesy a los 5
anos vivian menos de un 5% de los pacientes

Jemal A et al. 2007. CA Cancer J Clin. 2007; 57:43-66



Grandes Avances en poco tiempo
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¢ Quienes necesitan tratamiento?

* Melanoma avanzado (Estadio lll)
e Recaidas en el 50 a 80%

* Tasa de supervivencia a los 5 anos de
25-70%
* Melanoma metastasico (Estadio V)

* No habia tratamiento que haya mejorado
la supervivencia hasta 2010

* Mediana de supervivencia de 6 meses
antes de nuevos tratamientos



Tratamiento medico del
melanoma estadio |l



Necesidad de tratamiento

Survival Rate (proportien)
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Tratamiento adyuvante con interferdn:
E1684

Interferon Alfa-2b Adjuvant Therapy of High-Risk
Resected Cutaneous Melanoma: The Eastern
Cavperative Oncology Group Trial EST 1684

By Jechn M. Kirkwood, Myla Henl Stirawdeonun, Marc 5. Zrnstolf, Thomas J. Smith, Ernest C. Borcen,
and Ronald A Blum

Indicaciones:
R * Melanoma de alto riesgo IIB, IIC, Il (alto riesgo)
A Arm A * Tras cirugia de metdstasis completamente resecadas
! N Obsarvalion
D Esquema
2 * IFN-0-2b 20 Mi/m2 iv, 5 dias a la semana/ 4 semanas
M )
, « |IFN-a-2b 10 Mi/m2, sc 3 veces a la semana/ 48 semanas
4 Arm B
E Induction Consolidation/Maintenance
IFN alta-2b 20 X 10%u/M? 10 X 10° u/M? S$C 3 X rweek
IV X 5/7 days q week * 48 wacks
x 4 waeks

Kirkwood JM, el al. J Clin Oncol 14:7-17 1996



Tratamiento adyuvante con interferon : E1684

0.2+
SIFNed Lograns. (1-8dec] P Ale- D3
DAY T T T T T ¥ T T
Q 1 2 3 < g 7 E € 12
Years
T Y 1
3 9 10

37% 46%

Aprobacion FDA y EMA

* Un analisis posterior de los resulados,
con una mediana de seguimiento de 12.6

anos continuo mostrando una mejoria
significativa en SLP. Sin embargo,
desaparece el beneficio de SG

Kirkwood JM, el al. J Clin Oncol 14:7-17 1996
* Kirkwood JM, el al. J Clin Oncol 2001; 19



EORTC 18071: Diseno del estudio

Randomized, double-blind, phase 3 study evaluating the efficacy and safety of
ipilimumab in the adjuvant setting for high-risk melanoma

N = 475 INDUCTION MAINTENANCE
Ipilimumab 10 mg/kg — Ipilimumab 10 mg/kg
High-risk, stage I, / ERLIEC Q12W up to 3 years
completely resected
melanoma
\ INDUCTION MAINTENANCE
Placebo — Placebo
N = 951 N =476 Q3W x 4 Q12W up to 3 years

Week 1 Week 12 Week 24

Treatment up to a maximum of 3 years, or until disease
progression, intolerable toxicity, or withdrawal

Stratification factors
+ Stage (llIA vs llIB vs IlIC 1-3 positive lymph nodes vs IlIC 24 positive lymph nodes)
* Regions (North America, European countries, and Australia)

Enrollment Period: June 2008 to July 2011

Q3W = every 3 weeks; Q12W = every 12 weeks; R = randomization.



Patients Alive and Without Recurrence (%)

Resultados SLP

100
90 Ipilimumab Placebo
Events/patients 264/475 323/476
80 - HR (95% CI)2 0.76 (0.64, 0.89)
70 Log-rank P value? 0.0008
Median RFS, months 27.6 17.1
60 (95% CI) (19.3, 37.2) (13.6, 21.6)
50 aStratified by stage provided at randomization.
N Cl = confidence interval.
40
30
20 -
10
0 I I I I I I 1
0 1 2 3 4 5 6 7 8 Years
0 N Number of patients at risk
264 475 283 217 184 161 77 13 1 = |pilimumab

323 476 261 199 154 133 65 17 0 - Placebo



Patients Alive (%)

100
90
80
70
60
50
40
30
20
10

0

Resultados SG

Ipilimumab Placebo
Deaths/patients 162/475 214/476
HR (95.1% CI)? 0.72 (0.58, 0.88)
Log-rank P value? 0.001

65%

aStratified by stage provided at randomization.

0

0 N
162 475
214 476

1

431

2 3 4 5 6 7
Number of patients at risk

369 325 290 199 62 4

348 297 273 178 58 8

413

8 Years

= |pilimumab
- Placebo



Motivos fin de tratamiento

Ipilimumab (n = 471) Placebo (n = 474)

Discontinuation, % 100 100
Reasons for discontinuation, %

oo ropeivd study
Disease recurrence 28.7 59.5
AE related to study drug 49.7 1.9
Other reasons? 8.2 8.4
Median doses, per patient, n 4.0 8.0
Receiving 21 maintenance dose, % 42.0 70.0

Receiving 27 doses (1 year of therapy), 28.9 56.8




E1609 Trial
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Anticuerpos anti PD-1

* Checkmate 238
* |pilimumab 10 mg/kg vs Nivolumab 3 mg/kg
e Estadio lllb-cy IV resecado
* Objetivo SLP
* En seguimiento (¢ ASCO 20177)

* Keynote 054
 Pembrolizumab 200 mg vs placebo
e Estadio llla-c resecado
* Objetivo SLP
* En seguimiento (¢ ASCO 20177)

* SWOG 51404
* Pembrolizumab 200 mg vs IFN HD o Ipilimumab
e Pacientes estadio llla (N2a) Illb-c y IV resecados
e Objetivo SLP y OS
e Reclutando



N2c y N3 Satelitosis y metastasis en
transito

-




OPTIM Diseno y Objetivos

Intralesional T-VEC Primary endpoint
<4 mL x 10 pfu/mL * Durable response rate (DRR), defined
once, then after 3 as objective response (PR + CR)
weeks, <4 mL x 108 beginning within 12 months of
_ pfu/mL Q2W initiating therapy and lasting
Injectable, continuously for
unresectable 2:1 > 6 months*
Stage IIIB-IV N =436
melanoma Key secondary endpoints
Subcutaneous °© 0S
GM-CSF 125 pg/m? * Best overall response*

* Tumour burden
* Onset and duration of response
¢ Time to treatment failure (TTF)*

daily x 14 days of
every 28-day cycle

Randomisation stratification:

1. Disease stage

2. Prior non-adjuvant systemic treatment
3. Site of disease at first recurrence

4. Presence of liver metastases

Patients enrolled between May 2009 and July 2011. Discontinuation of treatment because of progressive disease per response
assessment criteria was not required before 24 weeks unless alternate therapy was clinically indicated.

i esponses were determined us gmodf ied WHO criteri by abli ddEAC
TTFwadf ed as time from baseline to first clinically relevant disease progression for

Study 005/05: Andtbacka RHI, et al. J Clin Oncol 2015;33:2780-8.



Supervivencia por estadio de
enfermedad

Stage IIB/C, IV M1a
HR, 0.57 (95% CI, 0.40- 0.80)

Stage IV M1b/c
HR, 1.07 (95% CI, 0.75-1.52)

100 Log rank: P < 0.001 (descriptive) 1007 Log rank: P = 0.71 (descriptive)
X X
T: 751 :’ 75-
Q - Q
) LT " (V]
= 50- i Wiy = 50-
: :
AR o 20+ ey
(0] (O] I o e [ B
N4 V4
0 5 10 15 20 25 30 3540 45 50 55 60 0 5 10 15 20 25 30 35 40 45 50 55 60
Time (months) Time (months)
Risk set, n Risk set, n

T-VEC 163 157 146 129 113 104 93 73 51 23 10 1 O
GM-CSF 86 78 65 55 43 35 30 22 17 10 2 0 O

Events/n, % Median (95% Cl), months

T-VEC
GM-CSF

80/163 (49)
57/86 (66)

41.1 (30.6-NE)
21.5 (17.4-29.6)

Andtbacka RHI, et al. J Clin Oncol 2015;33:2780-8.

T-VEC 131 112 84 58 46 41 32 22
GM-CSF 55 46 35 28 20 17 16 14

15 13 6 1 0
10 5 3 0 O

Events/n, % Median (95% CI), months

T-VEC
GM-CSF

109/131 (83)
44/55 (80)

13.4 (11.4-16.2)
15.9 (10.2-19.7)

NE, not evaluable.



Supervivencia por linea de tratamiento

First-line therapy > second-line therapy
HR, 0.50 (95% CI, 0.35-0.73) | HR, 1.13 (95% CI, 0.82-1.57)
100+ Log rank: P < 0.001 (descriptive) 100+ Log rank: P = 0.46 (descriptive)
X X
: 751 :’ 75-
Q0 Q0
() ‘ ()
E 50 i | Il"“‘ o “l m— IHII 1111 T R 2 50 7
- - s
ol 20 ot 20- a el T ety 1
© ©
X X
0 5 10 15 20 25 30 35 40 45 50 55 60 0 5 10 15 20 25 30 35 40 45 50 55 60
Time (months) Time (months)
Risk set, n Risk set, n
T-VEC 138 130 116 98 89 82 72 50 37 12 0 T-VEC 157 139 114 89 70 63 53 45 29 24 16 2 O
GM-CSF 65 56 44 35 24 19 16 11 8 2 0 GM-CSF 76 68 56 48 39 33 30 25 19 13 5 0 O
Events/n, % Median (95% Cl), months Events/n, % Median (95% Cl), months
T-VEC 73/138 (53) 33.1 (25.9-NE) T-VEC 116/157 (74) 17.1 (14.3-22.3)
GM-CSF 48/65 (74) 17.0 (12.8-20.9) GM-CSF 53/76 (70) 23.2 (16.2-32.4)

*Prior non-adjuvant systemic treatment.

Andtbacka RHI, et al. J Clin Oncol 2015;33:2780-8.



Caso del HGUV dentro de EC
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Inmunoterapia del
melanoma metastatico



SG Ipilimumab pool incluido EAP:
4846 pacientes

1.0 T

°9 Mediana de supervivencia meses (95% Cl): 9.5 (9.0-10.0)
0.8
07 1

0.6 f

Tasa SG a 3 ainos, % (95% Cl): 21 (20-22)

/

0.5 -;

0.4

Proporcion vivos

0.3 -;

0.2

0.1 Ipilimumab
1 +++ censurabo

I I I I I I I I I I I
0 12 24 36 48 60 72 84 96 108 120

0.0 -

Meses

Pacientes en Riesgo
Ipilimumab 4846 1786 612 392 200 170 120 26 15 5 0

Schadendorf D, et al. Eur J Cancer 2013;49(suppl 2): abstract 24LBA



CA184-169: Diseno

Previously Treated/
Untreated Metastatic
MELP
(N=727)
Stratification
*MO + M1a + M1b
vs M1c without
brain metastases vs

M1c with brain
metastases

« Prior treatment (y/n)
+«ECOG PS (0/1)

Randomize 1:1

Initial treatment phase

IPI 10 mg/kg
Q3W x 4
(n = 365)

IPI 3 mg/kg
Q3W x 4
(n =362)

Week 1

* Enrollment period: March 2012 to August 2012
* No crossover allowed between treatment arms

Re-treatment phase?

Week 24

IP1 10 mg/kg
Q3W x 4

(n =23)

IPI 3 mg/kg
Q3w x 4

(n =32)

aAfter initial response (or stable disease =3 months) and subsequent progressive disease in the absence of intolerable toxicity.
bPatients could not be treated with BRAF/PD-1 therapy.

ECOG PS = Eastern Cooperative Oncology Group performance status; Q3W = every 3 weeks.



Supervivencia global

IP1 10 mg/kg IP1 3 mg/kg
100 — oS n =365 n =362
90 Events (%) 262 (72) 279 (77)
50 Median (95% Cl), mo  15.7 (11.6, 17.8) 11.5 (9.9, 13.3)
HR (95% CI) 0.84 (0.70, 0.99)
707 Log-rank P value 0.04
< 60+ 54%
'g 7 \9_“38"/
< 40 0 0
< Mk‘_‘\hs,l%
07 I e
31% o ———— CERERTD
207 23%
10 - - IPI110 mglkg
-o- IP13 mg/kg
0 | | | | | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number of patients at risk Time (Months)
IPI10 mg/kg 365 306 253 217 196 181 161 151 137 126 120 118 111 105 94 16 0
Pl3mglkg 362 310 253 205 168 146 131 118 107 95 87 83 80 76 71 8 0

Minimum OS follow-up: ~43 mo



Seguridad

IPI1 10 mg/kg IPI 3 mg/kg
n = 364 n =362
AEs during initial treatment phase | Any grade | Grades 3-5 | Any grade | Grades 3-5
AEs, % 95 59 93 52
Treatment-related AEs, % 79 34 63 19
Serious AEs, % 64 53 51 43
AEs leading to discontinuation, %
Immune-related AEs, % 74 30 54 14

e During the entire study period, study-drug toxicity led to death in
* 4 patients (1%) in the 10 mg/kg arm

* Diarrhea leading to general deterioration, fulminant colitis, multi-organ failure, bowel perforation

« 2 patients (<1%) in the 3 mg/kg arm

* Multifocal colon perforation, myocardial infarction from complications of diarrhea and colitis
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CheckMate 037: Diseno

Estudio de fase Ill aleatorizado, controlado, abierto
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CALENDARIO DE
EVALUACION
DEL TUMOR

Evaluacion
Imicial:

Ano % c2da b semanas
ANo Z+:cads 14 sermanas

OBJETIVOS PRINCIPALES
TRO*

G

Otras objetivos:

- Duracién de la 1espuesta

-Tiempo hasla a respuesta

DBJETIVOS SECUNDARIDS!
«SLP
« Carvelacion de [a TROyda

ks SC con In expresion de 20-L1

Se tantinua con el
tratamlente mienoas se
hServd un Demehicw Clinico
o hasta que 32 alcanad una
todcidad Inacepta ble

Weber J, D’Angelo SP, Minor D et al

. Lancet Oncol 2015;16:375-84.




1.

Objetivo principal: Tasa de respuesta objetiva en el ensayo CheckMate037°

100

2 90
E 80
E 70
n

£ 60
5

a 50-
o

v 40
o

2 30-
g 20
€ 1

0_

31,7%

(CE5% 235 40,8)

10,6%

:|— 959%:3.5-23.1)

OPDIVQ ELECCION DEL INVESTICADOR®

(n=120) (n=47)

Weber J, D’Angelo SP, Minor D et al. Lancet Oncol 2015;16:375-84.



CheckMate 037 supervivencia global

39

NIVO (n = 272) ICC (n = 133)
Events 175 88
100 @
Median OS, months (95% 15.7 14.4
907 cl) (12.9, 19.9) (11.7, 18.2)
80 —
HR (95.54% Cl) 0.95 (0.73, 1.24)
70 —
< e P value 0.7164
L
s 50 —
o 40 e e e O
30 1
1
207 o NvO :
10 IcC |
0 T T T T T T T I T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36
Number of Patients at Risk Time (Months)
NIVO 272 230 208 178 158 138 123 112 103 71 44 16 3
133 119 99 85 70 62 53 49 43 28 14 2 0

. NIVO



Diseno Keynote 002

Patlents

Pembrolizumab
Advanced melanoma 2 mg/kg IV Q3W

PD within 24 weeks after

22 IPl doses

Previous BRAF or MEK inhibitor
(if BRAF mutant) Pambrollzumab
ECOG PS8 01 =1 JE 10 mg/kg IV Q3W
Resolution of IPl.related AEs

No chronic systemic steroid

therapy (>10 mg/day prednisone )

or equlvalent) Inv. Choice T
No active autoimmuna diseaseo Chemotherapy Ehgibla

Pembrolizumab
2 mg/kg IV Q3W

Pembrolizumab

Stratification factora: Paclitaxel + carboplatin 10 mg/kg IV Q3W
- ECOGPS(0vs 1) Paclitaxel
* LDH (normal vs slevated) Carboplatin

- BRAF atatus (mutant va wild type) Dacerbazine
Temozolomide

Antoni Ribas SMR Meeting 2014



Respuestas Keynote 002

Pembrolizumab 2 Q3W Pembreolizumab 10 Q3W Chemotherapy
n=180 n=181 n=179
Best overall response
Complate responsea 2% 3% Yo
Partial response 19% 23% 4%
Stable diseasse 18% 17% 18%

* P <0.0001 each for pembrolizumab 2 mg/kg Q3W and 10 mg/kg Q3W vs chemotherapy
+ P=0.21 for pembrolizumab 10 mg/kg Q3W vs 2 mg/kg Q3W

ORR (95% Cl) 21% (15%-28% 25% (19%-32°%) 4 (2°-9%)
Duration of response, wk
Median NR NR 37
r_Bgn,gg g+ to 50+ 2+ 10 48+ [+ 10 41
Ongoing responses 92% 87% 63%

Antoni Ribas SMR Meeting 2014



SLP Keynote 002 (Revision Central)

A
Arm Median Rate at Rateat Mean,®
S (95% Cl), mo 6 mo 9 mo mo
2.9 (" apo o )
Pembro 2 Q3W (2.8-3.8) 34% 24% 5.4
2.9 i o
Pembro 10 Q3W (2.8-4.7) 38% 29% 5.8
......................... (2528 \_ " o
Pembrolzumab 10 mg kg 181 158 82 55 39 15 5 1 1 0
Chemotherapy 179 128 43 22 15 4 2 1 0 0

A_}[o“'ii'j:‘a;l Tiwert Dewed 2018 6 I0R-1F



CheckMate 066: Diseno del estudio

MELANOMA
IRRESECABLE D
METASTASICO:

Pacientes sin
tratamiento previo

- BRAF nao mutado

- Telido dispanible
parz analisis de
expresion de PO-L1

Estudio de fase lll, aleatorizado, doble ciego

r ™

OPDIVO

Jmglkg iv.cada 2 semenas +
olacebo i.v. cadz 3 semanac

——{ (n=210) —

DACARBACINA
1003 mg/m’ v
wlUd 2 SENalidh -
placehn Lv. cada 7 semanas

((n=208);

TRATAMIENTO CONTINUADO
HASTA PROGRESION DE LA
ENFERMEDAD D HASTA
ALCANZAR NIVELES DE
TOXICIDAD INACEPTABLES

Objetivo principal:
« Supervivercia globa

Objetivos secundarios:

* Supervivencia libre de grogresion
» T35ade respuesta objetiva

Robert C, Long GV, Brady B, et al. N Engl J Med 2015;372(4):320-30.



CheckMate 066: Supervivencia global

Supervivencia Clobal

OF0IYS dararaazina
(M- 20] 14 - 20G)
1,0 -

. Medigng S0 e N.e
0,9- mesesiS5% ) 1231, NR] (25 130

'g 0.8- \\?—\ HR 195% I 043 (0.33.057), P<aom
=
i 0,7
a 0’5 -1
>
: 0)5 -1
~
B 0,4 -1
§
=2 03-
e
a |
0.2 —— CPDOIVD
0.,7- —opmnc
D,D | |} I 1 1 1 1 1 1 1
0 3 [ 3 12 15 13 ra 24 27 30
Meses
N° de pacientes en riesgo
OPDIVO 210 188 m 154 Mi 135 m Bl 0 4 a
Dacarbazina 208 179 WE 122 92 6 B in h 1 0

IC: Intervalo de confianza. HR: Hazard ratio; NC: no calculado

1. Atkinson V, Ascierto PA, Long GV, et al. Two-Year Survival and Safety Update in Patients With Treatment-Naive Advanced Melanoma (MEL) Receiving Nivolumab or
Dacarbazine in CheckMate 066. Presented at Society for Melanoma Research (SMR) 2015 International Congress; November 18-21, 2015; San Francisco, California, USA



Caso Clinico 1: Diagnostico

Mujer de 51 anos con antecedentes de

* Melanoma de extension superficial de 1.2 mm y ganglio centinela negativo
en Febrero de 2013

e Sobrepeso

En Noviembre de 2013 nota aparicion de nédulos subcutaneos en
cuero cabelludo y dolorimiento facial.

TAC objetiva Adenopatias cervicales bilaterales, multiples nédulos
subcutaneos en calota, multiples nodulos pulmonares bilaterales de
pequeno tamano sugestivos de metastasis y un nddulo hepatico

La analitica muestra LDH de 427 mUI (208-378)
B-RAF wild-type

Con diagnostico de melanoma estadio IVc se remite a nuestro centro
para valoracion de tratamiento.

Se propuso participar a la paciente en ensayo CM 066 y la paciente
acepto



Caso clinico 1: Imagen Inicial




Caso clinico 1: Situacion actual

En la actualidad la paciente continua con Nivolumab
manteniendo la respuesta parcial 38 meses tras diagnostico de

enfermedad IVc

Se ha discutido con la paciente |la posibilidad de interrumpir el
tratamiento pero no lo desea

Nov 2014 Feb 2017



Diseno Keynote 006

Patlents Pembralizumab
10 mg/kg IV Q2W

Unresectable, stage Il orlv
melanoma

<1 prior therapy, excluding anti- Pembrollzumab

CTLA-4, PD-1, or PD-L1 agents 10 mg/kg IV Q3W
Known BRAF statusP

ECOG PS 0-1

No active brain metastases Ipliimumab

No serious autaimmune disease 3 mg/kg IV Q3W
‘ X 4 doses

Stratification factors: * Primaryend points; PFS and OS
* ECOG PS (0 vs i) » Secondary end points: ORR, duration of
response, safety

* Line of therapy (first vs second)
+ PD-L1 status (positive® vs negative)

Antoni Ribas AACR 2015 Abstract CT101



Ipilimumab vs Pembrolizumab
primera linea

B Overall Survival

Pembrolizumab, Q3W

Pembrolizumab, Q2W

50+

Ipilimumab

40-

Overall Survival (%6)

304

20+

10+

0 L] T ] I ) I 1 ! 1

0 2 4 6 2 10 12 14 16 13

Month
No. at Risk
Pembrolizumab, Q2ZW 279 266 248 233 219 212 177 67 19 0

Pembrolizumab, Q3W 277 266 251 238 215 202 158 71 13 0
Ipilimumab 278 242 212 183 169 157 117 51 17 0

Robert et all. NEJM. April 2015 RO TP——



Fallos a nivolumab en el CM 066

1.0 ~ NIVO to IPI

(N =57)
0.9 -
Median OS, mo 9.0
0.8 4 (95% CI) (7.1,14.7)

0.7 -
0.6 -
0.5 -
0.4 -
0.3 A Bl
0.2 -
0.1 -

0.0 T T
0 3 6 9 12 15 18 21 24

Months

Probability of Survival

Number of Patients at Risk
NIVO to IPI 57 46 35 24 19 11 7 3 0

Cl = confidence interval; mo = month



Respuestas Ipilimumab tras
pembrolizumab KN 006

97 patients received
ipilimumab

15
(40%) (48%)

13% ORR in KEYNOTE 006 Ipilimumab Arm?

Long, SMR 2C16



Supervivencia Ipilimumab tras
pembrolizumab KNOO6

Events, Median
n (95% CI)

Pembro-> Ipi 57 19.6 mo
(16.4-23.5)

100+
90+
80+
70-
60+
50+
401
30-
20+
10+
0

0OS, %

68% 37%
0 4 8 12 16 20 24 28
Time, months

No. atrisk
97 06 g2 66 59 48 11 0

Long, SMFR 2€16



Ipilimumab + Nivolumab

Randomized, double-blind, phase lll study

to compare NIVO + IPI or NIVO alone to IPIl alone
P NIVO 1 mg/kg +
IPI 3 mg/kg Q3W
N=31 for 4 doses then
NIVO 3 mg/kg Q2W
Stratify by:
Meijar;:iiicltwagll:n%:na . PD £a1 i Treat until
Randomize expression* N=316 progression™
* Previously untreated 1:1:1 P NIVO 3 mg/kg Q2W + or
. 945 patients * BRAF status IPI-matched placebo unacc?p.table
+ AJCC M stage toxicity

= IPI 3 mg/kg Q3W
N 31 for 4 doses +

NIVO-matched placebo

*Verified PD-L1 assay with 5% expression level was used for the stratification of
patients; validated PD-L1 assay was used for efficacy analyses.

**Patients could have been treated beyond progression under protocol-defined circumstances.

Wolchok et al. ASCO 2015 LBA 1



Respuesta a tratamiento

NIVO+IPI NIVO IPI
(N=314) (N=316) (N=315)

ORR, % (95% CI)* 58.9 (53.3-64.4) 44.6 (39.1-50.3) 19.0 (14.9-23.8)
Best-overallresponse—="2%
Complete-respense +F2 +4-9 4-4
Partial response 41.7 29.7 14.6
Stable disease 11.5 9.8 21.3
Progressive disease 23.6 38.6 51.1
Unknown 6.1 7.0 8.6
gg;;;&ggg;?e:;?nmp NR{NR=NR) 3T I(3T.I=NR) T8 2 (8 3—NR) |

* At the 18-month DBL, the CR rate for NIVO+IPI, NIVO and IPl was 12.1%, 9.8% and 2.2%, respectively

Database lock: Sept 13, 2016, minimum f/u of 28 months



Supervivencia libre de progresion

100 NIVO+IPI (N=314) NIVO (N=316) IPI (N=315)
11.7 6.9 2.9
1 0,
90 — Median PFS, mo (95% Cl) (8.9-21.9) (4.3-9.5) (2.8-3.2)
0.42 0.54
— 0 -
— 80 HR (95% C1) vs. IPI (0.34-0.51) (0.45-0.66)
S
= 70 . 0.76
S HR (95% Cl) vs. NIVO (0.62-0.94) - -
2 60
3
a 50%
o 50
<
S 40
"
@ 1
5 30 1
£ I
207 =@~ NIVO+IPI |
6= NIVO I 18% © ol o @c-cocvo—an-®
10 - 1 I 120
== 1P| | | 12%
0 T T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
Patients at risk:
NIVO+IPI 314 218 176 156 137 132 125 118 110 104 71 16 0
NIVO 316 178 151 132 120 112 107 103 97 88 62 16 0
Pl 315 136 77 58 46 43 35 33 30 27 16 5 0

Database lock: Sept 13, 2016, minimum f/u of 28 months




Supervivencia global

NIVO+IPI (N=314) | NIVO (N=316) IPI (N=315)
Median 0S, mo (95% Cl) NR 29 ';‘fNR) w 21‘1'34 6)
100 0.55 0.63
HR (98% CI) vs. IPI (0.42-0.72)* (0.48-0.81)* -
90 —
80 - 23% HR (95% Cl) vs. NIVO " Gg'ff 12) - -
- : *D_N_NNN1
g 70 —
© 60 I
2 , |
2
50 —
2 : i
T 40
S I I
3 30 I I
I I
20 =©=NIVO+IPI | "
== NIVO | I
107 e I !
[ I
0 I I I I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
Patients at risk:
NIVO+IPI 314 292 265 247 226 221 209 200 198 192 170 49 7
NIVO 316 292 265 244 230 213 201 191 181 175 157 55 3
IPI 315 285 254 228 205 182 164 149 136 129 104 34 4

Database lock: Sept 13, 2016, minimum f/u of 28 months



Safety Summary

NIVO+IPI NIVO
(EEIE)) (N=313)
Patients reporting event, % Any Grade Grade 3-4 Any Grade Grade 3-4 Any Grade Grade 3-4
Treatment-related adverse event (AE) 95.8 58.5 86.3 20.8 86.2 27.7
Treatment-related AE leading to
discontinuation 39.6 31.0 11.5 7.7 16.1 14.1
Treatment-related death, n (%) 2 (0.6)2 1(0.3)b 1(0.3)b

aCardiomyopathy (NIVO+IPI, n=1); Liver necrosis (NIVO+IPI, n=1). Both deaths occurred >100 days after the last treatment.
bNeutropenia (NIVO, n=1); colon perforation (IPI, n=1).1

1. Larkin J, et al. NEJM 2015;373:23-34.

45



Ipilimumab + Pembrolizumab KN029

Dose Run-In Dose Expansion
(Part 1A) (Part 1B)

Patlents Patients

+ Advanced melanoma, Pembro 2mg/kg Q3W * Advanced melanoma
any number of prior

* Any number of prior
therapies OR up to 24 months Tolerable therapies

» Advanced clear cell + Basedon + No prior anti-CTLA4

RCC, 21 prior therapy Ipl 1 mg/kg Q3W DLT Rate or anti-PD1/PDL1

* No prior anti-CTLA4 X 4 doses « ECOGPS0Ooor1
or anti-PD1/PDL1

rECOG PSQor1

Primary end point: Stop Primary end paint:

lirmiti Iy development
Dose-limiting toxicity (DLT) rate ST Safety

Secondary end points:
ORR, DOR, and PFS

(per RECIST v1.1) and
oS

GV Llumg sta. SMR 2015,



Diseno estudio CA-209-511

Double Blinded & weeks* Open-label
Partl weers Part 2***
Arm A (n=173)
. ) Nivolumab Flat Dose
Randomize nivolumab 3 mg/kg IV 480 mg
(N = 346) + ipilimumab 1 mg/kg IV >
Previously . .
Untreated 1:1 Every 4 weeks Treat until
" Every 3 weeks for 4 progression**
;Jnresilcts/ € > Stratify by doses or
l\;a"lge i e PD-L1 unacceptable
€lahoma expression toxicity
* M stage Arm B (n =173) _
MO,M1a,M1b vs Nivolumab Flat Dose
Mic . 480 mg
nivolumab 1 mg/kg |V  |j—
+ ipilimumab 3 mg/kg IV
Every 4 weeks

Every 3 weeks for 4
doses

Disponible HGU desde Mayo 2016



Pembrolizumab + Epacadostat

Patients

age 218

+ Advanced or

recurrent cancers
Life expactancy >12
neens

ECCGPS s1

No previous
treatment with
akeckooint inhikitors

=

= Response assessment every 9 weeks per RECIST 1.1

SM, O. liamid, November 21, 2015

Epacadostat 25 mg 340
>
Pemorolizumat: 2 mg/kg GIW
E2acacottal 50 mg BIT Epacicdistat 50 mg WD
* *

Pemoroitizumat: 2 mg/kg GIW

Pembroizumab 200 ng QIW

.

Epacadosat 100 ng BID
*
Pembrolizumak 2 mg/kg CIW

Epacadestat *00 mg BID
-
Pembtrokzumab 200 ng QIW

-

Eracadaysat 300 ng BID
*

Pemdrolizumat 200 mg QIW

Epacadestat 200 mg BID
-

Pemtrokzumab 200 ng QIW

+

Sembrolzumab

200 mg QIW

Melanoma

NECLC

TCC

SCCHN

INBC

Ovarian
Cancer

DLBCL




Pembrolizumab + T-VEC (MK 265)

T-VEC Intraleslonal
m *Up ta 4 mL par traatment

-1% dose 10¢ PFU/mL

* Unresectable stage Il +Then 10° PFU/mL Q2W
ar IV melanoma
- Treatment naive T-VEC Intralesional
* Injectable lecians Pembrolizumab 200mg IV Q2W
= No clinically active
brain mats :
* No active herpeticskin | wk-5 w2 :
lesions or prior Wk 0 _D"T Wk 6
complicatians from Window
herpetic infection
Treatment untll whichever occurs flrst: 30 (+7)
days after
* Progreszive dizaaze (PD) per IFRC end of
* Intalerance treatment

* 2Years
* All Injactable tumors disappaarsd (T-VEC only|

GV Long SMR 2015



Conclusiones

La inmunoterapia ha sido el primer tratamiento en modificar la
historia natural y supervivencia del melanoma

En la actualidad hay 5 farmacos de inmunoterapia autorizados
es esta patologia

El futuro inmediato son las combinaciones de las que ya
tenemos una aprobada (Ipilimumab mas Nivolumab)

El la seleccion del tratamiento es cada vez mas compleja y debe
realizarse en comités multidisciplinares
e El farmacéutico hospitalario deberia formar parte de ellos

La actividad investigadora es muy importante en la Comunidad
Valenciana ofreciendo grandes posibilidades para los pacientes



