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Multiple phenotypes; multiple diseases
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Multiple phenotypes; multiple diseases
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Cutaneous Melanoma

Oncogenes

BRAF (50-70%)

NRAS (15-30%)

AKT3 (over-expressed)

Tumour suppressors

CDKN2A (30-70% deleted, mutated, or silenced)

PTEN (5-20% deleted or mutated)

APAF1 (40% silenced)

TP53 (10% lost or mutated)

Others

CCND1 (6-44% amplified)

MITF (10-16% amplified)

Uveal Melanoma

Oncogenes

GNAQ (46% mutated)

GNA11 (35% mutated)



EGFR family

– activated in many cancers

Ciardiello F and Tortora G. N Engl J Med 2008
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• Dacarbazine:
– 5% “objective response rate”

– PFS: 1.6 months

– 1 year OS: approx 35%

• IL-2: 
– 16% response; high toxicity

– Not used in NZ

Long term outcomes

Charles M. Balch et al. JCO 2009;27:6199-6206



Vemurafenib in V600E mutated melanoma

• “Objective response”: 57%

• Rapid: days

• Well tolerated

• Photosensitivity, diarrhoea, HFS, KA and SCC



Duration of tumour control



Differential responses observed



Toxicities of V600E inhibitors

http://dermnetnz.org/treatments/vemurafenib.html



Immunotherapy



Immunotherapy: T-cell priming and evading inhibition

Ribas NEJM June 28 2012



Ipilimumab: first agent to improve OS

Gp100 q3w x4

Ipi 3mg/kg q3w x4

Ipi + gp100 q3w x4R
an

d
o

m
is

e

Unresectable III-IV
Failed prior therapy
N= 676; 3:1:1
“Response rate”: 11%
OS 10.0 mo v 6.4mo
HR 0.68 (p<0.001)
Immune adverse events



PD-1 like a “fend”



Anti PD-1/PDL-1

PDL-1 PD-1

TCRMHC

No inhibition of killing response  tumour killingInhibition of killing response  no tumour killingNo inhibition of killing response  tumour killing

PDL-1
PD-1

Anti PDL-1

Anti PD-1



Responses with Pembrolizumab

Robert C et al. N Engl J Med 2015;372:2521-2532.



Slide 12

Presented By Jedd Wolchok at 2015 ASCO Annual Meeting



Nivolumab / Pembrolizumab



Immune-related adverse events



Case: Mr MB

• Diarrhoea – 2/12

• Abdo pain, colicky, 

intermittent 

obstructive 

symptoms

• 8kg weight loss

• Dry cough, worse 

nocturnally

• LDH 3x upper limit 

normal

• Biopsy S100 +ve

• BRAF V600E 

mutation detected



Switched to Pembrolizumab on 

progression



Response to Pembrolizumab



Brain metastases

Ipi has RR 24% if lesions stable

PD-1 drugs: evloving

STEROIDS are a problem

Risks for brain mets:

• Male gender

• Mucosal

• H+N primary

• High risk primary

• Acral lentiginous or nodular

• 3+ regional LN 

•Visceral mets at diagnosis



Financial barriers to access








