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Quem deve ser tratado?
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BRIM 8 — Vemurafenibe vs Placebo

Vemurafenibe 960mg g12h
por 1ano

—_— Placebo por 1ano

Maio et al. Lancet Oncol, 2018

COORTE 1

Vemurafenibe Placebo
N=157 N=157
V600E 123 (90%) 129 (93%)
N&o-V600E 13 (10%) 9 (7%)
Inc 10% 8%
A 23% 25%
B 68% 68%
COORTE 2 Vemurafenibe Placebo
N=93 N=91
V600E 77 (91%) 67 (89%)
N&o-V600E 8 (9%) 8 (11%)
lnc 181 (41%) 166 (38%)




BRIM 8 — Vemurafenibe vs Placebo
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BRIM 8 — Vemurafenibe vs Placebo
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Inibidores de BRAF/MEK vs. BRAF

Progression-free survival (%)

PFS probability (%)

40

20

Placebo and Cobimetinib and
vemurafenib vemurafenib
(n=248) (n=247)

—— Cobimetinib and vemurafenib group
—— Placebo and vemurafenib group
++ Censored patients

Events, n (%)

Median progression-free
survival, months (95% Cl)
Hazard ratio (95% Cl)

180 (72:6%) 143 (57-9%)
7:2(5:6-75) 12:3(9-5-13-4)

0-58 (0-46-0-72); p<0-0001
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Dabrafenibe/Trametinibe vs. Placebo

Dab/Tram Placebo
N=438 N=432

V600E 397 (91%) 395(91%)
V600K 41 (9%) 37 (9%)
Estagios — n (%)
A 93 (19%) 71 (16%)
B 169 (39%) 187 (43%)
e 181 (41%) 166 (38%)
lIl inespecifico 5 (1%) 8 (2%)

~~

* relacionado ao tratamento

~N

D 150mg gq12h T 2mg qd
por 1lano

Placebo por 1ano

Long et al. N Engl J Med, 2017



Dabrafenibe/Trametinibe vs. Placebo

Dabrafenibe / Trametinibe

Qualquer Grau G3/G4

Qualquer Evento* 97% 41%
Febre 63% 5%
Fadiga 47% 4%
Nausea 40% 1%
Cefaléia 39% 1%
Diarréia 33% 1%
Vomito 28% 1%
Artralgia 24% 0

Evento* que levasse a
descontinuacao

26%

* relacionado ao tratamento

Long et al. N Engl J Med, 2017



_ o Sobrevida Livre de Recidiva
Dabrafenibe e Trametinibe
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2 year, 67%
(95% CI, 62% to 72%) 4 year, 59%

(95% Cl, 55% to 64%) 4 year, 54%

— (95% Cl, 49% to 59%)

Relapse-Free Survival (%)

No. at risk Time Since Random Assignment (months)
Dabrafenib plus trametinib 438 405 381 354 324 281 262 249 236 227 183 148 92 47 13 2
432 322 263 219 198 178 168 164 157 147 128 107 63 27 4 1

Hauschild et al, J Clin Oncol 2018



_ o Sobrevida Livre de Recidiva
Dabrafenibe e Trametinibe
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_ o Sobrevida Livre de Recidiva
Dabrafenibe e Trametinibe
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_ o Sobrevida Livre de Recidiva
Dabrafenibe e Trametinibe
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Sobrevida Livre de

Dabrafenibe e Trametinibe Doenca Metastatica
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No. at risk

Dabrafenib plus trametinib 438 407 381 3
432 330 265 2

Time Since Random Assignment (months)

52 327 285 265 252 238 229 185 150 92 47 13 2 0
21 201 179 169 165 159 149 130 108 64 28 4 1 0

Hauschild et al, J Clin Oncol 2018



Dabrafenibe e Trametinibe

Overall (N = 870)

V600K (n=78)

VB00E (n =792)

Male (n = 483)

Female (n = 387)

Age < 65 years (n=712)

Age = 65 years (n = 158)

Disease stage (per AJCC 7th edition) IlIA (n = 154)
Disease stage (per AJCC 7th edition) IlIB (n = 356)
Disease stage (per AJCC 7th edition) IlIC (n = 347)
White race (n = 859)

Micrometastasis (n = 309)

Macrometastasis (n = 319)

Micrometastasis and ulceration (n = 143)
Micrometastasis and no ulceration (n = 165)
Macrometastasis and ulceration (n = 116)
Macrometastasis and no ulceration (n = 201)
United States and Canada (n = 96)

Europe and Israel (n = 650)

Australia and New Zealand (n = 107)

One nodal metastatic mass (n = 360)

Two to three nodal metastatic masses (n = 308)

Four or more nodal metastatic masses (n = 145)

1
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Hazard Ratio
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1.00

10.00

Favors Placeho —3»

Table 2. Therapy after Melanoma Recurrence (Safety Population).*

Type of Therapy

Any anticancer therapy
Surgery

Radiotherapy

Any systemic therapy{

Small-molecule targeted therapy

Any BRAF inhibitor
Dabrafenib
Vemurafenib
Encorafenib

Any MEK inhibitor
Trametinib
Cobimetinib
Binimetinib

Immunotherapy
Anti-PD-1 or PD-L1
Anti-CTLA-4
Interferon
T-VEC

Biologic therapy

Chemotherapy

Investigational treatment

Other systemic therapy

Dabrafenib plus
Trametinib Placebo

(N=435) (N=432)

no. (%)

148 (34) 217 (50)
78 (18) 131 (30)
60 (14) 72(17)

120 (28) 183 (42)
63 (14) 137 (32)
63 (14) 137 (32)
44 (10) 86 (20)
29(7) 59 (14)

0 16 (4)
47 (11) 77 (18)
28 (6) 48 (1)
20 (5) 18 (4)

2 (<1) 15 (3)
89 (20) 103 (24)
71 (16) 68 (16)
53 (12) 68 (16)

6(1) 11(3)

0 1(<1)

1(<1) 1(<1)

20 (5) 23 (5)
6(1) 19 (4)
2 (<l) 0

Long et al, NEJM 2017,
Hauschild et al, J Clin Oncol 2018



_ o Sobrevida Global
Dabrafenibe e Trametinibe

Overall Survival
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Months since Randomization
No. at Risk
Dabrafenib plus 438 426 416 414 408 401 395 387 381 376 370 366 362 352 328 301 291 233 180164105 82 67 28 12 5 0 O
trametinib
Placebo 432 425 415 410 401 386 378 362 346 337 328 323 308 303 284 269 252 202 164 152 94 64 51 17 7 1 0 O

Long et al. N Engl J Med, 2017



Projecao de Curabilidade

Dabrafenibe e Trametinibe

Relapse-Free Survival (%)

No. at risk

Dabrafenib plus trametinib 438
432

100 Cure-rate model for relapse-free survival
90 | === Dabrafenib plus trametinib
3 Placebo
80 - "'\.‘.h Kaplan-Meier relapse-free survival curves
L ===+ Dabrafenib plus trametinib
70 ] % w
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Time Since Random Assignment (months)

391 354 298 262 242 227 161 92 34 2
280 219 185 168 158 147 112 63 18
Hauschild et al, J Clin Oncol 2018



Dabrafenibe/Trametinibe vs. Placebo

COMBI AD Dabrafenibe / Trametinibe COMBI-D Dabrafenibe / Trametinibe
Qualquer Grau G3/G4 Qualquer Grau G3/G4
Qualquer Evento* 97% 41% Qualquer Evento* 95% 32%
Febre 63% 5% Febre 51% 6%
Fadiga 47% 4% Fadiga 35% 2%
Nausea 40% 1% Nausea 30% 0
Cefaléia 39% 1% Cefaléia 30% 1%
Diarréia 33% 1% Diarréia 24% 1%
Vémito 28% 1% Vomito 20% 1%
Artralgia 24% 0 Artralgia 24% 1%
interrupgfo de dose 66% interrupgdo de dose 49%
g o 38% o s 25%
Evento* que levasse a 26% Evento* que levasse a 9%

descontinuacéo

descontinuacéao

Long et al. N Engl J Med, 2017; Long et al. N Engl J Med, 2014

* relacionado ao tratamento



Bevacizumabe Adjuvante

Intervalo Livre de Doenca

Sobrevida Global

Percentage disease free

75

50

25

0

HR(95% Cl) = 0.85 (0.74-0.99)
P=0.04
——Bevacizumab
Observation
Bevacizumab Observation
1 year DFI rate 76% 70%
5 year DFI rate 51% 45%
0 1 2 3 4 5 6 7 8

Numbers at risk:
Bevacizumab 671

Years from entry

499 391 362 328 244 161 88 31

Percentage Surviving

~N
wu

wu
o

N
n

0

Numbers at risk:

“ HR (95% Cl) = 0.99 (0.84-1.18)
e
S P=0.94
- ‘\\
—Bevacizumab
Observation Bevacizumab Observation
Deaths 251 254
1 year OS rate 95% 94%
5 year OS rate 64% 63%
0 1 2 3 4 5 6 7 8
Years from entry
626 537 472 424 315 205 114 43

Bevacizumab 671

Corrie et al. ASCO 2017



Sobrevida segundo Status de BRAF/NRAS

Pacientes do Braco Controle Sobrevida Global

BRAF WT/NRAS WT
NRAS mutant
—BRAF mutant

BRAF WT/
mutant NRAS WT

Deaths 77171 25/66 57/85
5 year OS rate 55% 62% 70%

HR (95% CI) 1.60 1.24 1.00
(1.04-2.46) (0.72-2.12)

)
c
2
g
2
)
fui
&
e
&

4

Years from entry Corrie et al. ASCO 2017



Sobrevida e ILD segundo ctDNA

Pacientes do Braco Controle

Intervalo Livre de Doenca Sobrevida Global

~
(4]
~
v

; Undetectable ctDNA
e - - -Detectable ctDNA

8

Undetectable ctDNA
- - -Detectable ctDNA

Percentage surviving

Percentage disease free
g

N
(4]
N
(4]

HR (95% Cl) =3.12 (1.79-5.47) HR (95% Cl) =2.63 (1.40-4.96)
P<0.001 P=0.003

Quem deve ser tratado?

Corrie et al. ASCO 2017



Em Resumo...

HR 0,49 DFS RIisco Abs -16% em 4 anos
“‘platd” em DFS

ganho sustentado depois do fim do tratamento

Estimativa de ganho de cura: 17% em 4 anos

26% de interrupcao do tratamento por toxicidade
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Nivolumabe
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Obrigado!!

@MelanomaSarcoma



