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N = 1645 screened

N = 704

Key inclusion criteria

• BRAF V600E/K mutation
• Stage IIIC or IV cutaneous 

melanoma
• Treatment-naive advanced or 

metastatic melanoma
• ECOG PS 0 or 1
• No brain metastases, unless:

▪ Treated
▪ Stable ≥ 12 weeks

Stratification
• BRAF-mutant V600E vs K
• LDH (> ULN vs  ULN)

Vemurafenib 
960 mg BID

n = 352

Dabrafenib + trametinib
150 mg BID + 2 mg QD

n = 352

Interim 
“primary” 
analysis

April 20141

D + T median 
follow-up: 11 mo

2-year 
OS 

analysis

March 20152

D + T median 
follow-up: 19 mo

3-year 
OS 

analysis

July 2016

D + T median 
follow-up: 23 mo

Primary endpoint: OS; secondary endpoints: PFS, ORR, DOR, safety

● Patients receiving vemurafenib permitted to crossover to dabrafenib + trametinib after the interim analysis (April 2014)
‒ Any crossover benefit was applied to the randomized vemurafenib arm estimates in subsequent analyses

● Current updated analysis for estimated 3-year OS based on a July 2016 data cutoff (414 events)

BID, twice daily; D + T, dabrafenib + trametinib; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; LDH, lactate dehydrogenase; ORR, overall response rate; QD, once 
daily; ULN, upper limit of normal.
1. Robert C, et al. N Engl J Med. 2015;372:30-39; 2. Robert C, et al. Eur J Cancer. 2015;51(suppl):S663.

2014



COMBI-v: Overall Survival (ITT population)
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2-y OS, 53%

2-y OS, 39%Vemurafenib (n = 352)a

Median OS, 17.8 mo (95% CI, 15.6-20.7)
• 128 censored pts, 89 (70%) ongoing f/u,                  

of which 10 (11%) are still on study tx

HR, 0.68 (95% CI, 0.56-0.83)

Dabrafenib + trametinib (n = 352) 
Median OS, 26.1 mo (95% CI, 22.6-35.1)
• 162 censored pts: 134 (83%) ongoing f/u, 

of which 66 (49%) are still on study tx

a Vemurafenib arm includes 34 patients (10%) who crossed over to the dabrafenib + trametinib arm.

D + T, dabrafenib + trametinib; f/u, follow-up; ITT, intent-to-treat; pts, patients; tx, treatment; Vem, vemurafenib.



Phase 2, Open-Label Trial of 

Dabrafenib and Trametinib

• Primary endpoints are 
ORR, DOR, PFS, and safety

• Secondary endpoints are 
pharmacokinetics and OS

Key eligibility criteria

• ≥ 18 years of age

• Unresectable stage IIIC 

or IV BRAF V600E/K–

mutant melanoma

• ECOG PS 0 or 1

• No prior treatment with 

BRAF or MEK inhibitor

• ≤ 1 previous line of 

chemotherapy

• Brain metastases allowed 

if treated and stable for   

≥ 3 months
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a Study treatment continued until disease progression, unacceptable toxicity, or withdrawn consent. BID, twice daily; DOR, duration of response; ECOG, Eastern Cooperative 
Oncology Group; ORR, overall response rate; PFS, progression-free survival; PS, performance status; QD, once daily.
1. Flaherty KT, et al. N Engl J Med. 2012;367:1694-1703; 2. Long GV, et al. J Clin Oncol. 2016;34:871-878. 

1:1:1

Dabrafenib 150 mg BIDa

n = 54 Crossover 
allowed upon 
progression

Dabrafenib 150 mg BID

+ trametinib 2 mg QD

n = 45

Dabrafenib 150 mg BID

+ trametinib 2 mg QDa

n = 54

Dabrafenib 150 mg BID

+ trametinib 1 mg QDa

n = 54



OS (Intent-to-Treat)
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LDH ≤ ULN and < 3 Metastatic Sites (ITT)
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Association With Outcomes in Patients With 

BRAF V600E/K–Mutant Metastatic 

Melanoma in the Randomized Phase 3 

COMBI-v Study
Abstract 9527, 

2017 

DIRK SCHADENDORF,1 GEORGINA V. LONG,2 JEAN-JACQUES GROB,3 PAUL 

NATHAN,4

ANTONI RIBAS,5 MICHAEL A. DAVIES,6 KEITH T. FLAHERTY,7 MATTHEW SQUIRES,8

SAVINA JAEGER,8 WILLIAM POWELL,9,* PUAY TAN,9 CAROLINE ROBERT10

2014



RESULTS (cont)
Figure 3. Improved OS in Tumors With High PD-L1 

Expression (≥ 20% vs < 20% Positivity)
S

u
rv

iv
a

l
P

ro
b

a
b

il
it

y

PD-L1 ≥ 20%

(n = 15)

PD-L1 < 20%

(n = 59)

Median OS, months NA 23

12-month OS rate, % 86 64

24-month OS rate, % 79 48

Number at risk, n

PD-L1 < 20% 59 57 52 44 37 31 31 30 27 26 24 22 20 11 5 1

PD-L1 ≥ 20% 15 14 13 12 12 12 11 11 11 10 10 10 9 5 0 0

HR, 2.66; 95% CI, 0.94-7.52
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Long Term Outcome (834 pts.)
Patients completed Pembro. (104 pts.)







Unresectable or

Metatastic Melanoma

• Previously untreated

• 945 patients 

CheckMate 067: Study Design   

Treat until 

progression or
unacceptable 

toxicity

NIVO 3 mg/kg Q2W +
IPI-matched placebo

NIVO 1 mg/kg + 
IPI 3 mg/kg Q3W for         
4 doses then NIVO            

3 mg/kg Q2W

IPI 3 mg/kg Q3W 
for 4 doses +

NIVO-matched placebo

Randomize

1:1:1

Stratify by:

• BRAF status

• AJCC M stage

• Tumor PD-L1 
expression 
<5% vs ≥5%*

N=314

N=316

N=315

Randomized, double-blind, 

phase III study to compare NIVO+IPI 

or NIVO alone to IPI alone*

*The study was not powered for a comparison between NIVO and 
NIVO+IPI

Database lock: Sept 13, 2016 (median follow-up 
~30 months in both NIVO-containing arms)
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0NIVO 98 11752565764676975818693

0NIVO+IPI 102 21862727273767982909598

71%

62%

OS in Patients with BRAF Wild-type and 

Mutant Tumors

51%

NIVO+IPI NIVO IPI

Median, 

mo 

(95% CI)

NR
NR 

(26.4‒N

R)

24.6

(17.9‒31.

0)

HR (95%

CI) vs 

NIVO

0.71

(0.45‒1.1

3)

-- --

NIVO+IPI NIVO IPI

Median, mo 

(95% CI)

NR 

(27.6‒NA)

NR 

(25.8‒NR)

18.5

(14.8‒23.0)

HR (95% CI) vs NIVO
0.97

(0.74‒1.28)
-- --

BRAF Mutant 

Patients at risk: Patients at risk:



OS by Tumor PD-L1 Expression, 5% Cutoff
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(0.63–1.12)

─ ─

PD-L1 Expression Level <5%

O
S

 (
%

)

Months

0

10

20

30

40

50

60

70

80

90

100

0 39363330272421181512963

Patients at risk:

202 0IPI 21863788190100108125140158179

208 0NIVO 23499110112118123133144151169189

210 0NIVO+IPI 734116127130131139144146163178194

NIVO+IPI NIVO IPI

Median OS, mo 
(95% CI)

NR NR
28.9

(18.1–NR)

HR (95% CI) 
vs NIVO

1.05
(0.61–1.83)

─ ─

PD-L1 Expression Level ≥5%

O
S

 (
%

)

Months

0

10

20

30

40

50

60

70

80

90

100

0 39363330272421181512963

Patients at risk:
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41%
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• ORR of 73.5% for NIVO+IPI and 58.8% for NIVO • ORR of 56.2% for NIVO+IPI and 42.3% for NIVO 



Pathology samples and computer 

analysis                       

(A. Uryvaev  et al, Med.  Oncol- 2018)

Case Melanoma (CD4+) Case Melanoma (CD8+)

CD8+/CD4+ ratio: <2 (0% RR) if >2.7 (81% RR)



Patients 
with
Brain 
metastasis



COMBI-MB: Study Design (phase 2)

• Primary endpoint: intracranial response (IR) rate in cohort Aa

Key eligibility criteria

• Cutaneous melanoma 

metastatic to the brain

• BRAF V600D/E/K/R 

mutation positive

• ≤ 2 prior metastatic 

melanoma systemic 

treatments

• No prior BRAFi or MEKi

• Corticosteroids permitted; 

stable or decreasing dose 

only for cohorts A-C

Final 
analysis
(planned)

S

C

R

E

E

N

I

N

G

Cohort A: 

Interim analysis

for futility after 

22 patients had 

≥ 2 assessments

BRAF

V600D/E/K/R

BRAF

V600E

Dabrafenib 

150 mg BID 

+ 

Trametinib 

2 mg QD

Cohort A (n = 76)
• Asymptomatic

• Without prior local therapy

• ECOG PS 0-1

Cohort B (n = 16)
• Asymptomatic

• With prior local therapy

• ECOG PS 0-1

Cohort D (n = 17)
• Symptomatic

• With or without prior local therapy

• ECOG PS 0-2

Cohort C (n = 16)
• Asymptomatic

• With or without prior local therapy

• ECOG PS 0-1

BRAF

V600D/K/R



Intracranial Response
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Intracranial ORR: 58%

Intracranial DCR: 78%

Intracranial ORR: 56%

Intracranial DCR: 88%

Intracranial ORR: 59%

Intracranial DCR: 82%

Intracranial ORR: 44%

Intracranial DCR: 75%



Patterns of Disease Progression
Progressio

n Category, 

n (%)a

Coho

rt A

(n = 

76)

Coho

rt B

(n = 

16)

Coho

rt C

(n = 

16)

Coho

rt D

(n = 

17)

Total

(N = 

125)

Intracranial 

only

36 

(47)

10 

(63)

10 

(63)

10 

(59)

66 

(53)

Intracranial 

and 

extracranial

19 

(25)
1 (6) 3 (19) 5 (29)

28 

(22)

Extracranial 

only
7 (9) 1 (6) 3 (19) 0 11 (9)

No

progression

14 

(18)
4 (25) 0 2 (12)

20 

(16)

a Pattern of disease progression is described for all enrolled patients, including those who did not have disease 

progression while on study treatment.

Progression Patterns in Cohort A

Extracranial 

Only

n = 7

No Progression

n = 14

Intracranial 

Only

n = 36

Intracranial and Extracranial

n = 19



A Randomized Phase 2 Study of 

Nivolumab or Nivolumab plus Ipilimumab 

in Patients with Melanoma Brain 

Metastases: 

C
Previously treated or symptomatic or 

leptomeningeal, with MRI progression

n=16

Rx = Nivolumab

A
No prior local brain Rx & asymptomatic

n=33

Rx = Nivolumab + Ipilimumab

B
No prior local brain Rx & asymptomatic

n=27

Rx = Nivolumab

Total 76 Patients Recruited

• Melanoma Brain Metastases 

≥ 5mm & < 40mm

• No previous

Anti-CTLA-4

Anti-PD-1 or -PD-L1 agents

• Previous BRAFi+MEKi allowed

• ECOG PS 0-2

• No serious autoimmune disease

• No corticosteroids 
(Cohort C < 10mg prednisone allowed)

R 1:1 

up to n=53



Best Intracranial RECIST Response

A: Ipi+Nivo

N=26

B: Nivo

N=25

C: Nivo☨

N=16

Intracranial Response, n (%) 11 (42%) 5 (20%) 1 (6%)

CR 4 (15%) 3 (12%) 0

PR 7 (27%) 2 (8%) 1 (6%)

SD 2 (8%) 1 (4%) 4 (25%)

PD 12 (46%) 18 (72%) 11 (69%)

NE* 1 (4%) 1 (4%) 0

NE = Not Evaluable

*Pts who deceased prior to wk 12 = PD
☨Leptomeningeal, previous local treatment or symptoms

• Median duration of intracranial response not reached in any arm



Intracranial Response 
All Patients

Cohort A: IC RR = 42%

Cohort B: IC RR = 20%

BRAFi+MEKi

Pretreated

Cohort A: RR = 16%

Cohort B: RR = 16%

Cohort A: Nivo+Ipi

Cohort B: Nivo alone
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*Deceased prior to week 12 assessment
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First line: The very poor prognostic 

patient
(symptomatic, M1c+++, LDH>N)

BRAF+BRAF-

Ipilimumab+ 

Nivolumab
*without comorbidities
*understand toxicity

BRAFi +MEKi
*consider switch 

to immuno. after 

good response (6 
weeks?)



Case: Combination BRAF &MEK inhibitors

MALE 70Y

FEBRUARY 2014: METASTATIC MELANOMA TO: LUNGS, 

,MEDIASTINUM, SKIN AND SOFT TISSUE, KIDNEY, BONE-

SCAPULA

4 LESIONS IN THE BRAIN

PAIN MEDICATION (TARGIN, DEXAMETAZONE)

RADIOTHERAPY: SRS AND  XRT TO SCAPULA

TARGET THERAPY: TAFINLAR AND MEKINIST

CT-PET: COMPLETE RESPONSE (EXCEPT KIDNEY 

COMPLICATED CYST

PET SCAN: AUG 2016- STILL IN CR

JANUARY 2017: MULTIPLE NEW BRAIN METS (WHOLE BRAIN 

XRT AND IMMUNOTHERAPY

PAST-WAY IN APRIL 2017 



February 2014

August 2014



February 
2014

August 
2014



First line: The poor prognostic patient
(M1c [brain and /or liver], LDH=N)

BRAF+BRAF-

Ipilimumab+ 

Nivolumab
*without comorbidities

*understand toxicity

High TILs  and/or PDL-1+++

Monotherapy

BRAFi +MEKi
Or

Ipilimumab+ 

Nivolumab

* Consider according 

the need for fast 

response



Case

 Male, 78 years old

 Background: chronic IHD (not active, 1994 s/p CABG)

 Atrial fibrillation (anti-coagulation treatment)

 Hypothyroidism (hormone replacement)

 Mild renal failure (cr. 1.8 chronic)

 Current illness: Bleeding nevus on his left arm

 Pathology (9.1.17): MM, Breslow 6mm, several satellites

 PET-CT: pathological uptake in the arm and axilla LN

 Cytology from the axilla (14.2.17): Melanoma

 BRAF- Negative



7.2.17
27.2.17- before treatment



After 1 treatments of Nivo +Ipi.

Hospitalization for Angio-embolization

After 2ed.: 1 week hospitalization with severe confusion

Hyponatremia, Hypokalemia (grade 3) and  
Hypothyroidism - worsen.



April 2017:

After 3 cycles and the embolization



Sep.

2017

On 
going



First line: The good prognostic patient
(M1a-b)

BRAF+BRAF-

Pembrolizumab

or 

Nivolumab

*low TILs  and/or low PDL-1

Ipilimumab+ Nivolumab

Pembrolizumab
or 

Nivolumab
or

BRAFi +MEKi



Case

71 years old, female

In 2012 T4bN0M0 melanoma in the chest wall

In May 2015, metastatic melanoma to lymph nodes in 
left axilla, left supra-clavicular, right sub-mandibular 
(PET-2015)

Started Pembrolizumab

In February 2016, nausea, vomiting, diarrhea, (brain 
MRI-NED).  Hospitalized  for treatment (sulomidrol).

In May 2016, complete remission by PET-CT. Treatment 
ended in October 2016.

In March 2017,hospetilised with colitis and severe 
weakness. Re-treatment with steroids, with slow 
tapering down.

Left with 5mg prednisone. PET-CT in June 2018, still CR 



May 2016 May 2017




