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MutacOes Oncogénicas em Melanoma
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Inibidores de BRAF

Progression-free survival (%)

HR 0-38 (95% Cl 0-32-0-46); p<0-0001
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Hauschild et al, Lancet, 2012; McArthur et al, Lancet Oncol, 2014



I-BRAF e I-MEK combinados
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Inibidores de BRAF e MEK
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—— Cobimetinib and vemurafenib group
—— Placebo and vemurafenib group
++ Censored patients

Sobrevida Livre de Progresséo

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

Events, n (%) 180 (72:6%) 143 (57-9%)
Median progression-free 72 (5:6-7-5) 12.3(9-5-13-4)
survival, months (95% Cl)

Hazard ratio (95% Cl) 0-58 (0-46-0-72); p<0-0001
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Robert, NEJM 2014 ; Ascierto Lancet Oncol 2016; Long, Ann Oncol 2017; Liskkay ASCO 2019



Inibidores de BRAF e MEK Sobrevida Global
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Comparacao entre I-BRAF/MEK

Dab/Tram (Combi D)

Dab/Tram (Combi V)

Vem/Cob (COBRIM)

Enco/Bini (Columbus)

N:211 N:351 N:247 N:192

OR 68% 64% 70% 64%

CR 18% 13% 16% 13%

PR 50% 51% 54% 51%

SD 24% 26% 18% 29%

PD 6% 6% 8% 8%
buragdo de 12,0m (9,3-17,1) 13,8m (11,0-NR) 13m (11,1-16,6m) 18,6m (12,7-24,1m)
Resposta(m)

PFSm 11,1m (9,5-12,8) 12,3m (9,5-13,4) 14,9, (11,0-20,2)
PFS@ 21% @ 4a NR 25% 4a
osm 25,9m (22,6-31,5) 22,3m (20,3-NE) 33,6m (24,4-39,2)
0S@ 34% @ 5a 28,3% @ 2a 39% @ 4a

Long, Ann Oncol, 2017;

Robert NEJM, 2014; Ascierto, Lancet Oncol, 2016; Dummer,

Lancet Oncol, 2018; Liszkay ASCO, 2019; Robertt, NEJM 2019



Sobrevida Livre de Progresséao

Percentage without Disease Progression

Populacao Total
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Percentage Alive

Dabrafenibe/Trametinibe —= Combi D+V 5 anos

Sobrevida Global
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Paciente 1

Arquivo pessoal
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CheckMate-067 vs Combi Resposta

OR CR PR SD PD
Ipi/Nivo 58% 22% 36% 12% 24%
Nivo 45% 19% 26% 9% 38%
Ipi 19% 6% 13% 22% 50%
Dab/Tram 68% 18% 50% 24% 6%

Robert et al, N Engl J Med, 2019; Larkin et al, N Engl J Med, 2019



CheckMate-067 vs Combi Resposta

OR CR PR SD PD
Ipi/Nivo 58% 22% 36% 12% 24%
Nivo 45% 19% 26% 9% 38%
Ipi 19% 6% 13% 22% 50%
Dab/Tram 68% 18% 50% 24% 6%

Robert et al, N Engl J Med, 2019; Larkin et al, N Engl J Med, 2019



CheckMate-067 vs Combi Resposta

OR CR PR SD
Ipi/Nivo 58% 22% 36% 12%
Nivo 45% 19% 26% 9%
Ipi 19% 6% 13% 22%
Dab/Tram 68% 18% 50% 24%

Robert et al, N Engl J Med, 2019; Larkin et al, N Engl J Med, 2019



PFS (%)

0S (%)

CheckMate-067 vs Combi D+V

BRAF Mutant (n = 301)
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Larkin et al, N Engl J Med, 2019; Robert et al, N Engl J Med, 2019



Paciente 2

Arquivo pessoal
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PFS (%)
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CheckMate-06 vs. Combi
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Larkin et al, N Engl J Med, 2019; Robert et al, N Engl J Med, 2019



oxicidade Dabrafenibe/Trametinibe

Toxicidade que mais comumente levou a interrupcéo

AE, n (%) D+ T (N = 559)

Total events leading to 86 (15)
discontinuation

Pyrexia 21 (4)
Ejection fraction decreased 17 (3)
Increased ALT 7 (1)
Increased AST 4(<1)
Increased blood creatinine 4(<1)
Chills 3(<1)
Peripheral edema 3(<1)
Hyponatremia 3(<1)

Grob et al, SMR 2016



oxicidade Dabrafenibe/Trametinibe

70 A

Pyrexia
o0 | -—Fatllgue
Chills
50 - ——Nausea
°\O. Headache
§ 40 —=—Diarrhea
g 30 - ——Arthralgia
= —+—Hypertension
20 A —e—Cough
—=—Rash
10 - :
—e—Asthenia
0 ——\/omiting
0-6 6-12 12-18 18-24 24-30 30-36 Dry skin

Months Months Months Months Months Months

Grob et al, SMR 2016



oxicidade Dabrafenibe/Trametinibe

ReducoOes de Doses ou Interrupcdes
100 -

90 ~
80 7
70 =
60 ~
50 ~ +
40 =

zzz:*”+++++++*++}

Patients (95% CI), %

10 7
0 -

O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Treatment, months
Patients,n 559 513 404 333 284 242 208 190 178 164 143 133 113 69 28 7

Grob et al, SMR 2016



oxicidade Dabrafenibe/Trametinibe

Resultado conforme a necessidade de reducéo de dose
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Gbrob et al, SMR 2016



Inibidores de BRAF/MEK, pos PD1

Eventos Adversos

Fever 73

Rash
Fatigue/weakness
AST/ALT elevation

Nausea/vomiting

Time on BRAF-MEK inhibitors

>

100

Tempo mediano: 5,8m
Myopathy/myalgias
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Diarrhea
Cardiac toxicity
CNS events
Renal toxicity

W
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Pneumonitis
Arthralgia

Percent on Therapy
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Saab et al, Cancer 2018



Combi-I — Dabrafenibe, Trametinibe, Spartalizumab

Patients With Measurable Disease at Baseline | N=36

Best overall response, n (%)

CR 15 (42)
PR 13(36)
sD 6(17)
PD 13
Unknown 1(3)
Confirmed ORR (CR + PR), n (%) [95% CI] 28 (78) [61-90]
100 DCR (CR + PR + SD), n (%) [95% CI] 34(94) [81-99]
g
o Best overall response®: B CR BPR & SD
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Dummer et al, ASCO 2019



Em Resumo...

I-BRAF/MEK séo superiores a I-BRAF isolados

Nao existe um parametro clinico ou biomarcador que permita selecionar

pacientes para terapia alvo ou imunoterapia.

Todas as decisbes dependem de apresentacao clinica, comorbidades,

expectativa de toxicidade e acesso.

Mais importante que definir qual o tratamento padréo para 12 ou 22 linha

€ organizar as decisfes e o planejamento do tratamento do seu paciente



