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We live in an immunotherapy world...

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?
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Overall Survival Results From a Phase Il Trial
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CheckMate 067: Study Design

Randomized, double-blind,
phase lll study to compare NIVO+IPI Iprévn?'}k';%';ﬂ:fm
or NIVO alone to IPI alone* N=314 4 doses then NIVO
3 mg/kg Q2W
Stratify by:
Unresectable or - BRAF status Treat until
N reat L

:I Eta_taSt:c ME: r::n:,a Randomize T AJee Mstage N=316 NIVO 3 mg/kg Q2W + progression or
- Freviously unireate e - Tumeor PD-L1 IPl-matched placebo unacceptable
- 945 patients expression <5% toxicity

vs Z5%*

— 1Pl 3 mg/kg Q3W
N=315 for 4 doses +

NIVO-matched placebo

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



Updated Progression-Free Survival
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Overall Survival
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PFS and OS Subgroup Analyses (All Randomized Patients)
Descriptive comparison between NIVO+IPIl and NIVO

Patients Unstratified Hazard Ratio Unstratified Hazard Ratio (95% CI)
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OS in Patients with BRAF Wild-type and Mutant Tumors
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OS by Tumor PD-L1 Expression

PD-L1 Expression Level <5%

PD-L1 Expression Level 25%
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Safety Summary

- With an additional 19 months of follow-up, safety was consistent with the initial report?

NIVO+IP’
(N=373)

Grade 3-4 §\ Any Grade | Grade 3-4

Patients reporting event, % Any Grade Any Grade | Grade 3-4
Treatment-related adverse

event (AE) 95.8 58.5 86.3 20.8 86.2 27.7
Treatment-related AE leading

to discontinuation 39.8 31.0 11.5 7.7 16.1 14.1
Treatment-related death, n (%) 2 (0.2 1(0.3)® 1 (0.3)F




So what does it mean...

The benefits of combination immunotherapy aren’t clear

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



Adjuvant bevacizumab as treatment for melanoma
patients at high risk of recurrence: Final results of the
AVAST-M trial
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AVAST-M Trial Design

[ Resected AJCC stage IIB, IIC or Ill cutaneous melanoma

JL

RANDOMISATION (N=1343)
Bevacizumab (N=671) [ Observation (N=672) }
7.5mg/kg IV every 3 Week§ fqr 1 year (max. 1.7 infusions over 1
’ iy

__ Follow—up until 10 years ordeath.

Presented by: Dr Pippa Corrie



Disease-free Interval (DFI)
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0.99)
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——Bevacizumab

Observation

Bevacizumab Observation
1 year DFl rate 76% 70%
5 year DFI rate 51% 45%

o

Numbers at risk:
Bevacizumab 671

3 4 5

Years from entry
362 328 244



Overall Survival

HR (95% CI) = 0.99 (0.84-
1.18)

—— Bevacizumab
Bevacizumab Observation

Deaths 251 254
1 year OS rate 95% 94%
5 year OS rate 64% 63%
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OS By BRAF And NRAS Status For
Observation Arm Patients

BRAF WT/NRAS WT
NRAS mutant
—— BRAF mutant

BRAF mutant NRAS
mutant

Deaths 77/171 25/66
5 year OS rate 55% 62%

HR (95% CI) 1.60 1.24
(1.04-2.46) (0.72-2.12)

4
Years from entry



OS By Trial Arm By BRAF/NRAS Status

NRAS mutant I®
BRAF mutant melanoma

melanoma
HR (95% CI) = 0.79 (0.55-1.13)
. BRAF WT/
—— Bevacizumab
NRAS WT

Observation

melanoma




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
Overall Survival Disease Free Interval

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




So what does it mean...
Adjuvant bevacizumab isn’t going to be a useful treatment

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



Where now for adjuvant therapy?

High dose ipilimumab works but is toxic

Owerall Survival

Mo. of Deathsf 5-¥r Rate
100 Total No. (9526 CI)
90— 26
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Checkmate 238

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

High Risk
Resected
Melanoma

Randomize

Stratify by:

« PD-L1
expression*

NIVO 3 mg/kg Q2W +
IPI-matched placebo

IP1 10 mg/kg Q3W
for 4 doses +

NIVO-matched placebo




EORTC Pembrolizumab Trial

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

/ Pembrolizumab
High Risk

Resected
Melanoma \

Observation




Checkmate 915

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

NIVO 1 mg/kg +

IPI 3 mg/kg Q3W

for 4 doses then
NIVO 3 mg/kg Q2W

v

ngh RISk Stratify by:
Resected : . PD-L1 NIVO 3 mg/kg Q2W +
Randomize expression* IPI-matched placebo

Melanoma

IP1 10 mg/kg Q3W
for 4 doses +

NIVO-matched placebo




So what does it mean...

The best adjuvant treatment approach is uncertain

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



Can we treat brain metastases effectively?

Efficacy and Safety of Nivolumab Y Plus
IpilimumabV?¥ in Patients with Melanoma Metastatic
to the Brain: Results of the Phase Il Study
CheckMate 204
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Alexandre Avila,'® Sheena Demelo,'® Kim Margolin'é

-
A Randomized Phase 2 Study of Nivolumab
or Nivolumab plus Ipilimumab in Patients

with Melanoma Brain Metastases:
The Anti-PD1 Brain Collaboration (ABC)
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Shahneen Sandhu, Richard A. Scolyer, Louise Emmett, Grant A. McArthur.




Key eligibilities

N\ Induction Maintenance

a ™
Treat until
progression or
unacceptable
toxicity
(maximum of
24 months)?

‘\ J

= 1 measurable,
unirradiated MBM
(0.5-3.0 cm)

*Prior SRT in =3 MEM

* Previous treatment
with BRAFI/MEKI

permitted /

= Exclusion criteria included neurological symptoms; steroids > 10 days; WBRT; prior treatment with
checkpoint inhibitors; leptomeningeal disease



Response to Treatment — All Patients (N = 75)

‘ Global ‘ Intracranial ‘ Extracranial

Best overall response, n (%)

Complete response 4 (5) 16 (21) 5(7)

Partial response 36 (48) 25 (33) 32 (43)

Stable disease 4 (5) 4 (5) 2(3)

Progressive disease® 18 (24) 18 (24) 16 (21)

Not evaluable® 13 (17) 12 (16) 20 (27)
Objective response rate, % (95% CI) 53 (41-65) [ 55 (43-66) 1 49 (38-61)
Clinical benefit rate®, % (95% CI) 59 (47-70) | 60 (48-71) | 52 (40-64)

——=— Intracranial
——
—A— Global

Extracranial

PFS

Events/patients Median (95% CI)

Intracranial
Extracranial

Global

24/TS
1575
25/7T5

NR (7.5—-NR)
NR (NR—NR)
NR (6.5-NR)

T
3

Months

12

15

18

21



Melanoma Brain Metastases
=Z5mm & < 40mm

No previous

Anti-CTLA-4

Anti-PD-1 or -PD-L1 agents
Previous BRAFi+MEK.i allowed
ECOG PS 0-2
No serious autoimmune disease

No corticosteroids
{Cohort C < 10mg prednisone allowed)

Total 76 Patients Recruited

=

Mo prior local brain Rx & asymptomatic
n=27
Rx = Nivolumab

C

Previously treated or symptomatic or
leptomeningeal, with MRI progression
n=16
Rx = Nivolumab



Best Intracranial RECIST Response

- B: Nivo C: NivoT
N=25 N=16
Intracranial Response, n (%) 11 (42%) S (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%)
1 (4%) 1 (4%) 0]

Intracranial Progression Free Survival

C: Nivo™
N=16
Total N° Events, n (%) 14 (53%) 18 (72%) 14 (88%)
Med. PFS, mo (95% CIl) 4.8 (2.6, NR) 2.7(2.2,NR) 2.5(14, NR)
6-mo PFS rate, % (95% CI) 46% (30—70%) 28% (16—54%) 13% (3-46%)

Progression-free survival (intracranial)

o 1 2 3 4 5 3 7 8 L) 10 11 12 13 14 15 16 17 18
Follow-up time (months)

Mumbers at risk

Cohort B{25 22 17 T 7 7 “ a a a a a a a
Cohort C{18 14 10 4 a 2 2 2 2 2 2 2 2 2 2 2
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Manipulating more checkpoints

Peripheral cells or APC
PD-L1 (B7-H1)

PD-L2 (B7-DC)

B7.1
B7.1/CD80 CcD28
B7.2/CD86 CTLA-4
1COS-L (B7RP1, B7-H2) - 1ICOS <—> B7 family ligand .
g, ak
B7-H3 . . —— co-stimulatory 1g family Dendritic
«—> co-inhibitory Feceptor
B7-H4 ? <—= TNF family ligand

«—» TNF family receptor

S — Blank, Curr Opin Oncol, 2014
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