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BRAF inhibitors



Dabrafenib Response in Brain
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Dabrafenib Response in Brain

Baseline Week 4 Week 10

Long GV et al ESMO Milan 2010
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Dabrafenib

Baseline Week 6

Falchook-Long et al Lancet 2012



V600E Brain Response
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•Median duration of  brain response: 20.1 wks

•ORR: 38%
•Overall DCR: 80%
•Median duration of response: 27.6 wks 

•Median duration of response: 28.1 wks 

•ORR: 31%
•Overall DCR: 83%
•Median duration of response: 20.1 wks

Long GV  et al  Lancet Onc 2012



Median Overall Survival
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Innovation and Translation in Clinical 

Practice: Practice: 
Lessons from Melanoma and Targeted Therapies
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The Clinic

Av p.a. Overall

Blood Banked 800 3655

Metastases Banked 220 2180

Primaries Banked 70 465

Biospecimen Bank Research Database

MIA  - 35 000 pt records

Clinical Trials
new drugs
new technology

Laboratories
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Lesson 2: Multidisciplinary
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What BRAF testing should we perform as a Unit?  Who pays?
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BRAF Rate by Decade N=308
90% V600E 55% V600E

20% V600K

Menzies et al, ASCO 2011
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Dabrafenib Best unconfirmed response : V600K

(BREAK-2)
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Scans unavailable for 1 patient

M-Stage at screening Missing

Trefzer U et al SMR 2011



V600K Brain Response

Cohort A Cohort B

RR = 7%

DCR = 33%

RR = 22%

DCR = 50%

ORR: 0%
Overall disease control rate: 33%

ORR: 28%
Overall disease control rate: 50%

Long et al Lan Onc 2012
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Lesson 3: Tissue Banking 

Infrastructure Is Critical...........

©Georgina Long 2012 



Lesson 4: ....is almost nothing without 

a pathologist

and high quality real-time clinical data
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Chronic Sun Damage (CSD)
N=140  antecedent primary cutaneous melanoma

Pathologist – R Scolyer
P = 0.004

N=72 N=68
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Lesson 5: Novel Therapeutics 

Sydney West Cancer Trials Centre

Westmead Hospital

Melanoma Institute Australia 

Clinical Trials 
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Lancet

Lancet  Oncology
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Lesson 6: Committed Surgeons
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TEAM – Treat Excise Analyse Melanoma

Biopsy BEFORE

(-7 days)

Treat with trial drug Biopsy Early During 

Treatment  (7days)

Biopsy PROGRESSION

Examine for biomarkers of 

response and resistance

PRE EDT PROG
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Lesson 7: Withdraw From the Bank

Lesson 8: Collaborate
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The “TEAM” team
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PI3K

PTEN

COT

Resistance Mechanisms to BRAFi

Akt

mTOR

pERK DEPENDENT
1. NRAS mutation1

2. BRAF truncation2

3. BRAF amplification3

4. MEK1 mutation C121S4

5. ↑↑↑↑ COT expression5

pERK INDEPENDENT
1. ↑↑↑↑ PDGFRββββ1

2. ↑↑↑↑ IGF1R6

1. Nazarian R, Shi H, Wang Q, et al. Nature 2010; 468, 973-977.
2. Poulikakos PI, Persaud Y, Janakiraman M, et al Nature 2011;480:387-90.
3. Shi H, Moriceau G, Kong X, et al Nat Commun 3:724, 2012
4. Wagle N, Emery C, Berger MF, et al J Clin Oncol 29:3085-3096, 2011.
5. Johannessen CM, Boehm JS, Kim SY, et al. Nature 2010;468:968-72.
6. Villanueva J, Vultur A, Lee JT, et al. Cancer Cell 2010;18:683-95.

pathway
switch
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Lesson 9: Think ahead – what’s next?
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Mutated BRAF
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Cellular Proliferation, Survival, Migration
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Progression-Free Survival
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Med follow up time 14 mo

Long GV et al ESMO 2012©Georgina Long 2012 



Neoadjuvant Dabrafenib - Study Schema

Screening

Eligibility

Bx Extracranial Met

Imaging

Craniotomy

Dosing

Resection Brain Met

Bx Extracranial Met

Collect Plasma & CSF (optional)

30 d 

Follow up

Follow up

wk 8 and q8w

-28 days 1

Eligibility

28 days

-14 days

Dabrafenib

Dosing

7-14 days

Imaging

1-3 d prior SxDosing starts

•Resectable Brain Met 1-4cm

•BRAF mut V600E/K Met Mel

•Other brain mets allowed

Resume

dosing 3 d

post-Sx

Dabrafenib
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MIA Melanoma Genome Project
450 Melanoma Samples

Detailed clinicopathologic follow up

Cohort 1 = Primary melanoma

Cohort 4 = Primary and metastatic pairs

Cohort 2 = Lymph Nodes

Cohort 3  = brain metastases

� Whole genome sequencing

� RNA seq

� RNA gene expression array

�aCGH; DNA copy number

�Metabolomics, proteomic (iTRAQ)
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