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Vemurafenib + Cobimetinib

ENSAYO coBRIM

Tasa resp: 70%

SG 5 anos: 31%
Mediana : 22,5 m.

Toxicidad 2G3: 75%
Suspension: 20%

d) NOVARTIS | Reimagining Medicine

100 — — Cobimetinib + Vemurafenib
— Placebo + Vemurafenib
+ Censored
80 —
<] _
O\ 60
7))
O A0 —
20 —
o T T T I T T T | 1
(0] 5] 12 18 24 30 36 42 48 54

Times, months
Patients at Risk, n

Cobimetinib + Vemurafenib 247 232 210 192 169 152 139 123 109 100 91 &7 83
Placebo + Vemurafenib 248 230 194 165 142 126 108 94 &85 V7 73 72 &6

80 V6 T3 44 19 1
64 B3 58 34 16 —

Ascierto, Lancet Oncol 2016

Dréno, Ann Oncol 2018
McArthur, SMR 2019



Encorafenib + Binimetinib

ENSAYO COLUMBUS

Tasa resp: 64%

SG 4 anos: 39%
SG 5 anos: --
Mediana: 33 m.

Toxicidad >G3: 70%
Suspension: 16%

d) NOVARTIS | Reimagining Medicine

100

80

60

40

20

COMBO450: COMBO450:
47% 39%
A VEMU: 31% VEMU: 26%
l l
1 1
1
- ' HR (95% ClI): 0.61 (0.48-0.78)
l l
1
- : |
' l
1 1
1
7 — COMBO450 I 1
— VEMU : :
I Censored patients : :
k T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69

Time, months

192 188 182 166 144 132 124 116 109 103 96 95 88 81 76 74 73 73 68 56 40 21 7 0

191 184 166 141 115 100 89 83 7 71 62 58 54 52 a7 45 44 43 39 33 23 9 6 0

Dummer, Lancet Oncol 2018
Ascierto, Eur J Cancer 2020



Dabrafenib + Trametinib

ENSAYOS COMBI-d + COMBI-v

Dabrafenib plus trametinib

2 year
(52%)

3 year

100
Tasa resp: 67% 80+
SG 5 afios: 34% ;-
Mediana: 26 m. g 40
20
O 1 1
0 6 12
Toxicidad >G3: 58%
Suspensi(')n: 16% 563 499 391
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30 36 42 48 54 60 66 72 78

Months since Randomization

237 219 201 181 169 161 103 16 0

Robert, N Engl J Med 2019
Robert, ESMO 2016



Dabrafenib + Trametinib

ENSAYOS COMBI-d + COMBI-v

Dabrafenib + Trametinib analisis conjunto

100%
80%

70% 62
60%
50% >4
40%
30% 12
20%
10%

0%

Initial Interm 5 years

1st line 2nd line M no2nd M Death

Robert, Lancet Oncol 2019
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Nivolumab +/- Ipilimumab

Resultados en poblacion BRAF+

: _ : A Overall Survival among Patients with BRAF Mutations
Nivo + Ipi Nivo m

¥
:
Respuesta 67% 37% H
o~ 60 L\-_._.__H:__'_‘ - Mﬂ%
~ £ — T A—
Sup. 5 afios* 60% 46% L — T e ——
. Eﬂ 2 : ®30%
Mediana** N.A. (>60) 45 meses % L e e e I [ S m Ry e S S e S e e |: T 1
& 0 3 6 9 12 15 I8 21 4 77 30 33 36 39 42 4 4 51 M 5 o0 63 66 69
Tox 2G3 59% 21% Months
Suspension 42% 12% No. at Risk
Nivolumab plus ipilimumab103 99 96 91 8 80 77 7 73 73 71 71 70 69 67 6 63 6l & 59 % 3} 7 0
* Globalmente, 52% y 44%, respect. Nivolumab 0% 93 36 Bl 75 6% 67 o4 57 56 55 83 32 43 47 45 4 43 42 41 4 0 400
** Globalmente, mediana N.A. y 36 meses, respect. Ipilimumab 100 91 85 81 71 o4 58 53 49 47 41 ¥ 3% ¥ ¥ B WM W R T B IO

Wolchok, ASCO 2016
Wolchok, N Engl J Med 2017
Larkin, N Engl J Med 2019
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Pembrolizumab

1° LINEA, BRAF+ aceptado solo si LDH normal

Tasa resp: 47/%

SG 5 anos: 51%*
Mediana : N.A. (>60)**

Toxicidad 2G3: 17%
Suspension: 10%

* Globalmente, 43%
** Globalmente, mediana 39 meses

d) NOVARTIS | Reimagining Medicine

Overall Survival, %

Madlan® (85% 1)

‘overall survival (months]| HRT (85% €I Raualue 24-month rate®, % | 3G-month race®, % | B-month rate’, % (G0-month rate’, |
Ipilimurnal b 262 (16 0-NR| 0.70 [0.44-4 11 0654 4B 5 40 38.1
Combined

pemarcizumak NR (36.1-NE} 6.0 801 538 508

e

= Ipilimumat

—— Combined pembrolizumab arms

No. at risk (no. censored)
Ipilimumab 55 (3)
pembrolizumab arms 108 (1) 101 (1) 96(1)

47 (4)

87 (3)

40(5) 33(5) 29(5)

Time (months)

26 (6)

23(6) 22(6) 20(6)

40 45 30

T
55

Robert, Lancet Oncol 2019

T 1
60 65

20 (6) 18(6) 18(21) 3(24) 0 (24)

76(3) 72(5) 66(7) 59(8) 54(8) 52(8) 51(9) 48(48) 9(57) 0(57)



Importancia de Ia 22 linea

Dabrafenib + Trametinib

COMBI-d
Cuantos progresan 78%
Reciben 22L 48%
iBRAF +/- iIMEK 21%
Ipilimumab 41%
Anti-PD1 20%
Long

Ann Oncol 2017

d) NOVARTIS | Reimagining Medicine



Importancia de Ia 22 linea

Nivolumab Nivolumab +
Ipilimumab
CheckMate 067 CheckMate 067

Cuantos 78% 62%
progresan

Reciben 23L 59% 46%
IBRAF +/- IMEK 76% 66%
Ipilimumab 29%* 7%*
Anti-PD1 16%?* 12%*

Larkin

N Engl J Med 2019

d) NOVARTIS | Reimagining Medicine



!

Importancia de seleccionar pacientes

COMBINACION ENSAYOS

100

Dabrafenib plus trametinib 100
Dabrafenib plus trametinib
807 £0-| 2 yr (75%)
= e 3yr (67%)
A 2 yr (529%) 2 eod : 4yr (58%) 5y (55%)
&h ! .
bl ] o ! ' ' i
g ' 4 yr (37%) £ ! ' ' ;
8 404 ! 5 yr (3494 i ' ' :
] ! : ; yr( ) 8 0o | ! : .
(- 1 H 1 ' a 1 ! : :
| | ' ' e ' ! ] :
20 | ' ' ' 0 ; i : :
0 | T T 1 T 1 | 1 T 1 T T o : i i ;
© 6 12 18 24 30 36 42 48 >4 €0 66 2 0 'IE 1I2 lIS 2I4 3-IO 3I6 4|2 4I8 5|4 BIU EI'E ?IE
Months since Randomization Months since Randomization
563 499 3ol 314 269 237 219 201 181 169 161 103 16 216 208 159 160 152 135 131 122 112 107 103 s 1

Robert, N Engl J Med 2019

NOVARTIS | Reimagining Medicine



Importancia de seleccionar pacientes

ENSAYO COMBI-i

Event, n Median HR
(%) (95% ClI), mo (95% Cl)
16.2 0.820
Sparta-DabTram 147 (55.1 .
P (551) (12.7-23.9) (0.655-1.027)
12.0 P =.042 (1-sided)
165 (62.3) (10.2-15.4) Not significant

= Sparta-DabTram

= Placebo-DabTram

100
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Py 60
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S 40
[72]
[72]
<
) 20
e
o
0 -
No. at risk

Sparta-DabTram

0 2 4 6 8 10 12 14 16 18 20 22 24

Months

267 256 229 204 180 159 142 130 121 115 111 108 90
265 252 228 202 162 148 127 115 105 100 95 93 76

26 28 30 32

40 13 5 0
36 1 8 0

Tasa resp. 68%

Mediana dur. resp. NA meses

d NOVARTIS | Reimagining Medicine

64%

21 meses Nathan, ESMO 2020, LBA43



¢Como salir de dudas?

» Analisis retrospectivos
» Estudios de cohortes: GEM 1801 (Marquez et al, ASCO 2020)

» Registros: registro europeo

U NOVARTIS | Reimagining Medicine



Analisis retrospectivo datos emparejados

) NOVARTIS |

PFS (%)

No. at risk

ENCC+EBINI (COLUMBLS)

Reimagining Medicine

100 NIVO+IP1 matched to coBRIM
NIVO+IPI versus: HR (95% Cl) — VENHCOBI (coBRIM)
NIVO+IPI matched to COLUMBUS
VEM+COBI 0.74 (0.55-0.99) — ENCO+BINI (COLUMBUS)
ENCO+BINI 0.88 (0.63-1.21) NIVO+IPI matched to COMBI-d/v
— DAB+TRAM (COMBI-d/v)
76 - DAB+TRAM 0.73 (0.55-0.96)
\
50 uﬁ:’;—\, .
"|ll“| .
254
0 T T T T T T T T T T T T
0 [ 12 18 24 30 36 42 48 54 60 66 72
Months
142

74 120 105 &7 75 68 58 &0

2T 26 24 23

23 M 16 8 4

Tarhini, ESMO Open 2021



Conclusiones

« Se puede conseguir larga supervivencia tanto con terapia dirigida como con inmunoterapia

» Resultados no comparables por
» 22lineas
« Seleccion pacientes

U NOVARTIS | Reimagining Medicine



