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Immunotherapy for Melanoma
Metastatic Disease

• Anti-PD1 alone                      
(nivolumab, pembrolizumab)

• Anti-PD1+Anti-CTLA4 combination 
(ipilimumab + nivolumab)
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N=1,861
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Long-term Data with Single-agent Ipilimumab in Advanced Melanoma

1. Schadendorf et al. J Clin Oncol 2015;33:1889-1894; 2. Current analysis; 3. Poster presentation by Dr. Victoria Atkinson at SMR 2015 International Congress. 



• Two pembrolizumab arms pooled as similar efficacy2

• Patients completing ≥94 weeks of pembrolizumab with SD/PR/CR were considered to have completed 2 years of treatment
• Patients could receive a 2nd course of 1 year of pembrolizumab if progressed after SD/PR/CR

• Data cut-off: July 31, 2019; median follow-up: 66.8 months (range, 65.0-70.4);                     
time from last patient enrolled to data cutoff, 65.0 months

aPrior anti-BRAF therapy was not required for patients with normal LDH levels and no clinically significant tumor-related symptoms or evidence of rapidly progressing disease. 
bDefined as ≥1% staining in tumor and adjacent immune cells as assessed by IHC using 22C3 antibody.

2y Rx with 
SD/PR/CR

2nd course

pembrolizumab
PD

n = 103

OBJECTIVE: To present 
updated long-term outcomes 

from KEYNOTE-006

Long-Term Survival From 
Pembrolizumab Completion and 
Pembrolizumab Retreatment: Phase 3 
KEYNOTE-006 in Advanced Melanoma
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Overall Survival: Total Population

Data cut-off: July 31, 2019. aBased on Cox regression model with treatment as a covariate stratified by line of therapy (1st vs 2nd), PD-L1 status (positive vs negative) and ECOG (0 vs 1); in instances where there 
were no patients in one of the treatment groups involved in a comparison for a particular stratum, that stratum was excluded from the treatment comparison.

Events, n (%) Median OS (95% CI) HRa (95% CI)
Pembro 328 (59%) 32.7 mo (24.5-41.6) 0.74 (0.61-0.89)

Ipi 173 (62%) 15.9 mo (13.3-22.0)
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Overall Survival: First Line Patients

Data cut-off: July 31, 2019. aBased on Cox regression model with treatment as a covariate stratified by line of therapy (1st vs 2nd), PD-L1 status (positive vs negative) and ECOG (0 vs 1); in instances where there 
were no patients in one of the treatment groups involved in a comparison for a particular stratum, that stratum was excluded from the treatment comparison.

Events, n (%) Median OS (95% CI) HRa (95% CI)
Pembro (first line) 203 (55%) 38.7 mo (27.3-50.8) 0.72 (0.57-0.91)
Ipi (first line) 111 (61%) 17.1 mo (13.8-26.2)
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Combination Immuno or Monotherapy?

Immunotherapy

PD-1 alone PD-1/CTLA-4
Combination
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Combination immunotherapy 
ipilimumab + nivolumab has 

become the preferred 
treatment option 

(if you select immunotherapy)
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Immunotherapy for Melanoma
Adjuvant Therapy

– Anti-PD1 alone                                  
(nivolumab, pembrolizumab)



CheckMate 238

Primary endpoint: RFS

Patients with:
• High-risk,  

completely  
resected  
stage IIIB/IIIC  
or stage IVa 

melanoma
• No prior  

systemic  
therapy

• ECOG PS 0/1

Follow-up

Maximum  
treatment  
duration of  

1 year

NIVO 3 mg/kg IV Q2W  
and

IPI placebo IV
Q3W for 4 doses,  

then Q12W from week 24

IPI 10 mg/kg IV  
Q3W for 4 doses,

then Q12W from week 24  
and

NIVO placebo IV Q2W

1:1

n = 453

n = 453

Stratified by:
1) Disease stage: IIIB/IIIC vs IV M1a or M1b vs IV M1c
2) Tumor PD-L1 status at a 5% cutoff

CheckMate 238: Study Design

NCT02388906.aPer American Joint Committee on Cancer (AJCC) Cancer Staging Manual, seventh edition.

Database lock: January 31, 2019; minimum follow-up of  
36 months for all patients





KEYNOTE-054: Adjuvant Pembrolizumab vs Placebo for 
Stage III Melanoma (Part 1)
§ Randomized, double-blind phase III study

§ Coprimary endpoints: RFS in ITT population, RFS in PD-L1+ subgroup

§ Secondary endpoints: DMFS, OS, safety, QoL
Eggermont. NEJM. 2018;378:1789.

Patients with resected 
high-risk stage IIIA, B, 

C melanoma
(N = 1019)

Pembrolizumab 
200 mg IV Q3W* 

(n = 514)

Placebo 
IV Q3W* 
(n = 505)

*Patients with recurrence eligible for crossover 
or repeat treatment with pembrolizumab.

Treatment administered 18 doses 
(~ 1 yr) or until recurrence, 

unacceptable toxicity, or withdrawal
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What is the First-line Treatment for BRAF+ Patients?
Immunotherapy or Targeted Therapy?

• What is the data with targeted therapy alone?
• What is the correct sequence?
• Should you combine both targeted and 

immunotherapy?



MAPK Pathway
Growth 
Factors

RAS

BRAF

MEK

ERK

Cell proliferation 
and survival



BRAF Mutation
Growth 
Factors

RAS

BRAF

MEK

ERK

Increased cell 
proliferation and survival

BRAF mutation is present 
in ~50% of melanomas



Dual BRAF and MEK Inhibition Is Associated With High 
Response Rates and Improved PFS and OS

Dabrafenib + Placebo
Median PFS 8.8 mo (95% CI:5.9–9.3)

Dabrafenib + Trametinib
Median PFS 11.0 mo (95% CI:8.0–13.9)

HR 0.67 (95% CI: 0.53, 0.84)
P < 0.001

Vemurafenib + Cobimetinib
Median PFS 12.5 mo (95% CI:9.4–13.4)
Vemurafenib + Placebo
Median PFS 7.2 mo (95% CI:5.5–7.5)

HR 0.58 (95% CI: 0.46-0.72)
P < 0.001

Long GV et al. Lancet. 2015.
Ascierto PA et al. Lancet Oncol. 2016.
Dummer R et al. Lancet Oncol. 2018.

Vemurafenib + Cobimetinib
Median PFS 12.3 mo (95% CI:9.4-13.4)
Vemurafenib + Placebo
Median PFS 7.2 mo (95% CI:5.5.-7.5)



Adjuvant Therapy: Combi-AD: Study Design

BID, twice daily; DMFS, distant metastasis–free survival; D+T, dabrafenib + trametinib; ECOG, Eastern Cooperative Oncology Group;  
FFR, freedom from relapse; FU, follow-up; QD, once daily.
Long GV, et al. N Engl J Med. 2017;377:1813-1823.

Key eligibility criteria
• Completely resected stage IIIA (lymph node  

metastasis > 1 mm), IIIB, or IIIC cutaneous  
melanoma

• BRAF V600E/K mutation
• ECOG performance status 0 or 1
• No prior radiotherapy or systemic therapy
• Tissue collection was mandatory at baseline  

and optional upon recurrence
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Stratification
•BRAF mutation status (V600E,  
V600K)

•Disease stage (IIIA, IIIB, IIIC)

1:1

•Primary endpoint: RFS
•Secondary endpoints: OS,  
DMFS,
FFR, safety

N = 870

Treatment duration:  
12 months

Primary analysis  
D+T median FU,  

33 months

Updated analysis  
D+T median FU,  

44 months

PRESENTED BY GV LONG AT ESMO 2018

Dabrafenib 150 mg  
BID + trametinib 2 mg

QD
(n = 438)

2 matched placebos
(n = 432)
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What is the First-line Treatment for BRAF+ Patients?
Immunotherapy or Targeted Therapy?

• What is the data with targeted therapy alone?
• What is the correct sequence?
• Should you combine both targeted and 

immunotherapy?



Melanoma Therapy
Decision Point

BRAF mutation test

Immunotherapy
Or 

MAP-K Targeted 
Therapy

Immunotherapy

BRAFV600

mutation 
negative

BRAFV600

mutation 
positive



29

Clinical trial information: https://clinicaltrials.gov/ct2/show/NCT02631447; https://clinicaltrials.gov/ct2/show/NCT03235245; https://clinicaltrials.gov/ct2/show/NCT02224781

Key Ongoing Trials Evaluating Targeted Therapy Vs Combination Immunotherapy

SECOMBIT EORTC-1612-MG DREAMseq
Population Stage III (unresectable) or IV stage III or IV (cutaneous or mucosal) Stage III (unresectable) or IV

BRAF V600-mutant BRAF V600E or V600K-mutant BRAF V600-mutant
N 251 270 300

Primary 
Endpoint

OS PFS OS

Primary 
Completion

April 2021 April 2022 October 2022

IO Regimen NIVO 1 mg/kg IV + IPI 3 mg/kg IV 
Q3W x 4 à NIVO 3 mg/kg IV Q2W

NIVO 3 mg/kg Q3W + IPI 1 mg/kg 
Q3W x4 à NIVO 480 mg Q4W

NIVO 1 mg/kg + IPI 3 mg/kg or
NIVO 3 mg/kg + IPI 1 mg/kg à NIVO 3 

mg/kg maintenance
Targeted 
Regimen

Encorafenib 450 mg PO QD +
Binimetinib 45 mg PO BID

Encorafenib 450 mg QD + 
Binimetinib 45 mg BID

Dabrafenib 150 mg PO BID + 
Trametinib 2 mg PO QD

Sequencing 
Targeted à IO
IO à Targeted

Targeted à IO à Targeted

Targeted à IO
IO only

Targeted à IO
IO à Targeted

BID = twice daily; IO = immunotherapy; IPI = ipilimumab; IV = intravenous; NIVO = nivolumab; OS = overall survival; PD = progressive disease; PFS = progression-free survival; PO = orally;  Q2W = 
every 2 weeks; Q3W = every 3 weeks; Q4W = every 4 weeks; QD = once daily.  

https://clinicaltrials.gov/ct2/show/NCT02631447
https://clinicaltrials.gov/ct2/show/NCT03235245
https://clinicaltrials.gov/ct2/show/NCT02224781


DREAMseq Trial Treatment Schema

Stratification by: 
1) ECOG PS (0/1)
2) LDH (WNL, 

high)

Arm 
A*

Arm 
B

Arm C

Arm D*

Step 1 Step 2

*Nivo/Ipi Induction = 12 wks; nivo maintenance = 72 wks

Michael B. Atkins, MD



Progression Free Survival (PFS): Step1 (n=214)

Michael B. Atkins, MD
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Arm A-Nivo/Ipi:11.8 mos

Log-rank p-value=0.054Arm B-Dab/Tram: 8.8 mos

Arm A-Nivo/ipi Arm B-Dab/Tram

PFS median, 95% CI 11.8 mo (5.9, 
33.5)

8.8 mo (6.5,11.3)

1-year PFS, 95% CI 49% (38%,58%) 36% (28%,46%)

2-year PFS,  95% CI 42% (31%, 52%) 19% (12%, 27%)

42%

19%



Michael B. Atkins, MD 

Treatment 0-6 6-12 12-18 18-24 24-30 30-36 36-42 42-48 48-54 54-60 60-66
IO+/-TT 133 99 87 71 55 42 33 23 15 6 3

TT+/-IO 132 115 78 60 47 35 30 18 15 6 1
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Overall Survival (OS): Step 1 +/- Step 2

Nivo/Ipi +/- Dab/Tram: 38/133 died, 
2-yr OS rate 72% (95% CI:62%, 79%)

Dab/Tram +/- Nivo/Ipi: 62/132 died, 
2-yr OS rate 52% (95% CI: 42%, 60%)

Log-rank p-value = 0.0095

20%, (95% RCI: 3%-38%), Z-stat= 3.157 >2.743



What is the First-line Treatment for BRAF+ Patients?
Immunotherapy or Targeted Therapy?

• What is the data with targeted therapy alone?
• What is the correct sequence?
• Should you combine both targeted and 

immunotherapy?



Is This a Marriage Made in Heaven?
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Is there any evidence to 
suggest we are here?

Figure modified from Ribas A et al. Clin Cancer Res. 2012, and Hamid O et al. SMR 2015.



Evaluation of Atezolizumab, Cobimetinib, and 
Vemurafenib in Previously Untreated Patients With 
BRAFV600 Mutation–Positive Advanced Melanoma: 
Primary Results From the Phase 3 IMspire150 Trial 

Grant A. McArthur, M.B., B.S., Ph.D.,1 Daniil Stroyakovskiy, M.D.,2 Helen Gogas, M.D., Ph.D.,3
Caroline Robert, M.D., Ph.D.,4 Karl Lewis, M.D.,5 Svetlana Protsenko, M.D.,6 Rodrigo Pereira, M.D.,7

Thomas Eigentler, M.D.,8 Piotr Rutkowski, M.D., Ph.D.,9 Lev Demidov, M.D.,10

Georgy Moiseevich Manikhas, M.D.,11 Yibing Yan,12 Kuan-Chieh Huang, Ph.D.,12 Anne Uyei, M.D.,12

Virginia McNally, Ph.D.,13 Ralf Gutzmer, M.D.,14 Paolo Ascierto, M.D.15

1Melanoma and Skin Service and Cancer Therapeutics Program, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia; 2Moscow City Oncology Hospital #62 of Moscow 
Healthcare Department, Moscow, Russia; 3First Department of Medicine, Laiko General Hospital, National and Kapodistrian University of Athens, Greece; 4Gustave Roussy and 

Université Paris-Saclay, Villejuif-Paris, France; 5University of Colorado Comprehensive Cancer Center, Aurora, CO, USA; 6Department of Chemotherapy and Innovative Technologies, 
N. N. Petrov National Medical Research Center of Oncology, St. Petersburg, Russia; 7Hospital das Clinicas, Porto Alegre, Brazil; 8University Hospital Tübingen, Tübingen, Germany; 

9Department of Soft Tissue/Bone Sarcoma and Melanoma, Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; 10N. N. Blokhin Russian Cancer 
Research Center, Ministry of Health, Moscow, Russia; 11St. Petersburg Oncology Hospital, St. Petersburg, Russia; 12Genentech, Inc., South San Francisco, CA, USA;

13Roche Products Ltd., Welwyn Garden City, UK.; 14Haut-Tumour-Zentrum Hannover (HTZH), Klinik für Dermatologie, Allergologie und Venerologie, Medizinische Hochschule 
Hannover (MHH), Hannover, Germany; 15Istituto Nazionale Tumori IRCCS Fondazione "G. Pascale," Naples, Italy.

AACR Annual Meeting 2020

IMspire150 Study Design
• Previously untreated, 

advanced BRAFV600

mutation–positive melanoma

• ECOG PS 0 to 1

• Measurable disease by 
RECIST v1.1

Randomized 514 patients

Randomization stratified by: 

• Geographic region and 

• Centrally tested LDH level 
(≤ ULN versus > ULN) 

R
1:1

Days 1–21

Vemurafenib 960 mg BID
plus 
Cobimetinib 60 mg QD

Days 1–21

Vemurafenib 960 mg BID
plus
Cobimetinib 60 mg QD 

Days 22–28
Vemurafenib 
720 mg BID 
plus 
vemurafenib 
placebo

Days 22–28

Vemurafenib 
960 mg BID

28-day cycle
Atezolizumab placebo on days 1 and 15
plus
Vemurafenib 960 mg BID 
plus
Cobimetinib 60 mg QD on days 1–21 

28-day cycle
Atezolizumab 840 mg on days 1 and 15
plus
Vemurafenib 720 mg BID plus 
vemurafenib placebo BID
plus
Cobimetinib 60 mg QD on days 1–21 

BID, twice daily; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; IRC, independent review committee; LDH, lactate dehydrogenase; OS, overall survival; 
PFS, progression-free survival; PS, performance status; QD, once daily; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; ULN, upper limit of normal.

28-day doublet period;
cycle 1

Triple combination period; 
cycle 2 onward

Primary endpoint 
• Investigator-assessed PFS 

Key secondary endpoints 
• PFS assessed by an IRC
• Objective response (confirmed by observations at least 4 weeks apart)
• DOR
• OS

AACR Annual Meeting 2020
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IMspire150: Primary Endpoint: 
Investigator-Assessed PFS

PF
S,

 %

Pbo + Cobi + Vem 

Atezo + Cobi + Vem

Censored

Time, months

Assessed by 
investigator

Atezo + 
Cobi + Vem

Pbo + 
Cobi + Vem 

PFS, median months
(95% CI)

15.1 
(11.4–18.4)

10.6
(9.3–12.7)

log-rank P = 0.0249

74.2%

72.8%

45.1%

31.6%

54.0%

43.6%

Atezo, atezolizumab; CI, confidence interval; Cobi, cobimetinib; Pbo, placebo; Vem, vemurafenib.
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IMspire150: Overall Survival
Atezo +

Vem + Cobi
Pbo + 

Vem + Cobi
OS, median months
(95% CI)

28.8 
(27.4–NE)

25.1
(22.3–NE)

76.1%

76.7%

60.4%

53.1%

Common Treatment-Related AEs 
(≥15%, any grade)

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine phosphokinase.
Listed AEs were reported at a frequency of ≥15%, along with corresponding frequencies for grade 3/4 events.
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0 2 4 6 8 10 12
Time, months

No. at risk

14 16 18 20 22 24 26

Pembro + D + T 60 55 49 39 36 34 27 21 17 12 5 4 1 0

Placebo + D + T 60 59 52 38 35 29 23 20 16 9 4 3 0 0
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 %

Events, 
n

Median,a mo 
(95% CI)

HRb

(95% CI)b
P Valuec

Pembro + D + T 31 16.0 (8.6-21.5) 0.66 (0.40-1.07) 0.04287Placebo + D + T 41 10.3 (7.0-15.6)

Progression-Free Survival

59%

45%

PFS did not reach 
statistical significance 

threshold per study 
design (required HR 

for significance ≤0.62, 
P ≤ 0.025) 

Updated Survival In Patients With 
BRAF-mutant Melanoma 

Administered Pembrolizumab, 
Dabrafenib And Trametinib
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Study Disposition

Ongoing treatment (n = 11)

Pembro + D + T (n = 60) Placebo + D + T (n = 60)

Discontinued (n = 43)
AEs (n = 18)
Progressive disease (n = 17)
Clinical progression (n = 1)
Physician decision (n = 5)
Patient withdrawal (n = 2)

Completed 2 y (n = 6)

Discontinued (n = 56)
AEs (n = 10)
Progressive disease (n = 44)
Clinical progression (n = 1)
Physician decision (n = 0)
Patient withdrawal (n = 1)

Completed 2 y (n = 0)

Treated (n = 60) Treated (n = 60)

Failed screening (n = 60)

Ongoing treatment (n = 4)

Screened (N = 180)

Data cutoff: Jun 26, 2019.

PFS Median (95% Cl), moa HR (95% CI)b

Pembro + D + T 16.9 (11.3-27.9) 0.53
(0.34-0.83)Placebo + D + T 10.7 (7.2-16.8)

aBased on Kaplan-Meier estimate of PFS, per investigator assessment.
bBased on Cox regression model with treatment as a covariate stratified by ECOG PS (0 vs 1) and LDH (LDH >1.1 × ULN vs =1.1 × ULN); owing to the small number of patients enrolled in the ECOG 
PS 1 and LDH ≤1.1 × ULN strata, these strata were combined.
Data cutoff: Jun 26, 2019.
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COMBI-i Study Design (Part 3)

Randomization stratification
• ECOG PS 
• LDH level

Spartalizumab 400 mg Q4W +
dabrafenib 150 mg BID +

trametinib 2 mg QD

Placebo Q4W +  
dabrafenib 150 mg BID + 

trametinib 2 mg QD

Primary endpoint: Investigator-assessed PFS using RECIST 1.1

Secondary endpoints: OS, ORR, DOR, DCR, safety, PRO, PK

N = 532
R
A
N
D
O
M
I
Z
A
T
I
O
N

BID, twice daily; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; LDH, lactate dehydrogenase; ORR, 
objective response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; Q4W, every 4 weeks; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors. 

Key eligibility criteria
• BRAF V600 mutation–positive 

unresectable or metastatic melanoma
• Previously untreated
• No active brain metastases
• ECOG PS ≤ 2

Spartalizumab plus dabrafenib and trametinib in patients with 
previously untreated BRAF V600–mutant unresectable or 
metastatic melanoma: results from the randomized part 3 of 
the Phase III COMBI-i trial
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Sparta-DabTram

Placebo-DabTram

Investigator-Assessed Progression-Free Survival
Event, n 

(%)
Median 

(95% Cl), mo
HR

(95% CI)

Sparta-DabTram 147 (55.1) 16.2 
(12.7-23.9)

0.820 
(0.655-1.027)

P = .042 (1-sided)
Not significantPlacebo-DabTram 165 (62.3) 12.0 

(10.2-15.4)
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HR, hazard ratio.

Overall Survival

• Overall survival could be statistically tested only after the primary endpoint was determined to be 
statistically significant

Events n (%)
Median 

(95% CI), mo
HR

(95% CI)

Sparta-DabTram 90 (33.7) NR 
(30.6-NR) 0.785

(0.589-1.047) 
Placebo-DabTram 103 (38.9) NR 

(28.3-NR) 
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Immunotherapy for Melanoma
• Metastatic Disease
• Adjuvant Therapy
• Immuno or targeted therapy for BRAF+ 

patients?
• What’s new and promising

– Neoadjuvant therapy
– New agents



Potential Advantagesof Neoadjuvant Therapy

• Tumor shrinkage → decreased surgical morbidity

• Destruction of micrometastases → prevent distant disease spread

• Objective measure of patient’s response to therapy → personalization of 
adjuvant therapy

• Opportunity to collect high-quality serial biospecimens to facilitate 
understanding of drug response and resistance

• Potential pathway for new drug evaluation/registration



Recent Neoadjuvant Trials
Reference Drug Duration N pCR rate Neo/Adj Total
Long
Lancet  
Oncol
20191

Dab/Tram 12 weeks 35 49% 52 weeks

Amaria
Lancet  
Oncol
20182

Dab/Tram 8 weeks 21 58% 52 weeks

Amaria Nat
Med
20183

Ipi/Nivo
Nivo

12 weeks 11
12

45%
25%

38 weeks

Huang Nat
Med  20184

Pembro 3 weeks 27 19% 52 weeks

Rozeman
Lancet  
Oncol 20195

Ipi/Nivo 6 weeks 86 (Arm B = 29) 57%
(Arm B)

6 weeks

1. Long GVet al. Lancet Oncol. 2019;20(7):961-971; 2. Amaria RNet al. Lancet Oncol. 2018;19(2):181-193; 3. Amaria RNet al. Nat Med.
2018;24(11):1649-1654; 4. Huang ACet al. Nat Med. 2019;25(3):454-461; 5. Rozeman EAet al. Lancet Oncol. 2019;20(7):948-960.



Pooled analysis: RFS by pathological response
N=184, Overall pCR=41%

Alexander M Menzies, MIA

95%

62%

pCR*

non-pCR

* 1 pt died from toxicity without recurrence, censored at time of death

16 (9%) patients have died from melanoma
• 14 without pCR
• 2 with pCR, both targeted therapy.

89%

48%



Pooled analysis: RFS by drug class

Alexander M Menzies, MIA

83%

65%

Immunotherapy*

Targeted Therapy

Med f/u 10 mo

Med f/u 22 mo

* 1 pt died from toxicity without recurrence, censored at time of death

83%

45%



The OpACIN-neo study identified neoadjuvant IPI 1 mg/kg + NIVO 3 mg/kg as the optimal treatment scheme



Immunotherapy for Melanoma
• Metastatic Disease
• Adjuvant Therapy
• Immuno or targeted therapy for BRAF+ 

patients?
• What’s new and promising

– Neoadjuvant therapy
– New agents



Rationale for RELA + NIVO



Study design



RELATIVITY 047 demonstrated superior PFS benefit by BICR <br />for RELA + NIVO FDC vs NIVO 
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Summary & Conclusions (1)
• Immunotherapy is an option for all patients

– Single agent PD1 (nivo or pembro)
– Combination PD-1/CTLA-4 (ipi/nivo)

• Toxicity of combination immunotherapy is 
higher but benefits are durable with a 
longer treatment-free interval

• Targeted therapy (BRAF/MEK 
combination) is an option for BRAF-MT 
patients 



Summary & Conclusions (2)
• Randomized trial data show that first-line 

combination immunotherapy is superior to 
targeted therapy

• Triple therapy for BRAF-MT patients is an 
approved option but the data are somewhat 
controversial

• Neoadjuvant therapy is an important area of 
research and a potential paradigm change

• Future directions are looking at other front-line 
combinations and options for resistant disease


