
Update from ASCO & AACR: 

the latest developments in 

treatment



Additional data on combination Ipi/Nivo treatment

Final results of the national AVAST-M trial

Activity of treatments when there are brain metastases

[New checkpoint inhibitors]

Where now for adjuvant therapy? 

We live in an immunotherapy world…



















The high chance of shrinking the tumour will be important for 

some people

Side effects will matter more for others

The hunt for better combinations is on

The benefits of combination immunotherapy aren’t clear

So what does it mean…



Adjuvant bevacizumab as treatment for melanoma 
patients at high risk of recurrence: Final results of the 

AVAST-M trial

• Pippa G Corrie, Andrea Marshall, Paul D Nathan, Paul Lorigan, Martin Gore, Saad Tahir, Guy 
Faust, Charles G Kelly, Maria Marples, Sarah J Danson, Ernest Marshall, Stephen J Houston, Ruth 
E Board, Ashita M Waterston, Jenny P Nobes, Mark Harries, Satish Kumar, Gemma Young, Emily 

Barker, Janet A Dunn, Mark Middleton
Trial funded by Cancer Research UK (grant ref. C7535/A6408 and C2195/A8466)

ISRCTN81261306; EudraCT Number: 2006-005505-64



AVAST-M Trial Design

Presented by: Dr Pippa Corrie

RANDOMISATION (N=1343)
Stratified by Breslow thickness; Ulceration; N stage; Gender

Bevacizumab (N=671)
7.5mg/kg IV every 3 weeks for 1 year (max. 17 infusions over 1 

year, or until disease progression)

Resected AJCC stage IIB, IIC or III cutaneous melanoma

Observation (N=672)

Follow–up until 10 years or death. 
Primary endpoint: Overall survival (OS) 

Secondary endpoints: Disease free interval, distant metastasis-free interval

Tertiary endpoint: Biological predictive and prognostic markers for BRAF and NRAS mutations

Sample size: 1320 patients required to detect 8% differences in OS with 85% power, 5% alpha level 
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Years from entry

Bevacizumab

Observation

Numbers at risk:
Bevacizumab 671 499 391 362 328 244 161 88 31  
Observation 672 463 371 323 291 222 144 71 24    

Disease-free Interval (DFI)

Bevacizumab Observation

1 year DFI rate 76% 70%

5 year DFI rate 51% 45%

HR(95% CI) = 0.85 (0.74-

0.99)

P=0.04
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Years from entry

Bevacizumab

Observation

Numbers at risk:
Bevacizumab 671 626 537 472 424 315 205 114 43  
Observation 672 626 540 475 422 319 209 107 36    

Overall Survival

Bevacizumab Observation

Deaths 251 254

1 year OS rate 95% 94%

5 year OS rate 64% 63%

HR (95% CI) = 0.99 (0.84-

1.18)

P=0.94
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BRAF WT/NRAS WT

NRAS mutant

BRAF mutant

OS By BRAF And NRAS Status For 
Observation Arm Patients

BRAF mutant NRAS 

mutant

BRAF WT/

NRAS WT

Deaths 77/171 25/66 57/85

5 year OS rate 55% 62% 70%

HR (95% CI) 1.60 

(1.04-2.46)

1.24 

(0.72-2.12)

1.00

P=0.09
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Years from entry

OS By Trial Arm By BRAF/NRAS Status

HR (95% CI) = 0.79 (0.55-1.13)

P=0.20

BRAF mutant melanoma

BRAF WT/

NRAS WT 

melanoma

HR (95% CI) = 1.32 (0.78-2.23)

P=0.29
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HR (95% CI) = 1.29 (0.78-2.14)

P=0.32



Impact of Mutant BRAF And NRAS ctDNA On 
Overall Survival

• ctDNA assessed in plasma of patients whose tumours had either 
a BRAF or NRAS mutation, using ddPCR

• ctDNA detected in plasma from 19 of 152 patients collected at 
baseline, within 12 weeks of surgical clearance 
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Undetectable ctDNA

Detectable ctDNA

HR (95% CI) =2.63 (1.40-4.96)

P=0.003

Overall Survival

HR (95% CI) =3.12 (1.79-5.47)

P<0.001

Disease Free Interval



Although it delays recurrence it doesn’t help people live longer

We may be able to use ctDNA to identify people at very high 

risk of relapse

BRAF and NRAS mutations were associated with worse 

outcomes in the observation arm

The interplay between angiogenesis, the mutations in some 

melanomas and the immune system need more study

Adjuvant bevacizumab isn’t going to be a useful treatment

So what does it mean…



Where now for adjuvant therapy?

High dose ipilimumab works but is toxic



Checkmate 238

Randomized, double-blind, phase III study
to compare adjuvant NIVO  to IPI

High Risk 

Resected 

Melanoma

NIVO 3 mg/kg Q2W +
IPI-matched placebo

IPI 10 mg/kg Q3W 
for 4 doses +

NIVO-matched placebo

Randomize

Stratify by:

• PD-L1 
expression*



EORTC Pembrolizumab Trial

Randomized, double-blind, phase III study
to compare adjuvant Pembro to observation

High Risk 

Resected 

Melanoma

Pembrolizumab

Observation

Randomize



Checkmate 915

Randomized, double-blind, phase III study
to compare adjuvant NIVO + IPI or NIVO alone  to IPI alone

High Risk 

Resected 

Melanoma

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 10 mg/kg Q3W 
for 4 doses +

NIVO-matched placebo

Randomize

Stratify by:

• PD-L1 
expression*



Ipilimumab works, but is toxic and the benefits of using it early 

versus saving it for later are unclear

Trials to see if PD-1 is an option here are in progress

A new study will launch this month comparing these 2 options 

with combined Ipi/Nivo

The best adjuvant treatment approach is uncertain

So what does it mean…



Can we treat brain metastases effectively?











Blank, Curr Opin Oncol, 2014
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Manipulating more checkpoints



Thanks for Listening

	


