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MEDIAN OVERALL SURVIVAL 9
MONTHS
UNCHANGED UNTIL 2010
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2YEAR OVERALL SURVIVAL

Single agent Nivolumab 2015

58% 2yr 0S? Combination
Ipilimumab Pembrolizumab immunotherapy
2yr OS 22-28%  47% 2yr 0S3 65%* 2 yr OS
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Combination

Pre-2010 2011-2012 2012 targeted
Vemurafenib  Trametinib therapy
Dabrafenib monotherapy 51% 2 yr OS?

3=Ipi naive KEYNOTE 001 2=CA209-066 BRAF wt only
1=COMBI-D and COMBI-V 4=CA209-067



TARGETED THERAPY



Global incidence rates of melanoma

Incidence age-standardised rate
of melanoma (both sexes)

4.2+
Il 1.6-4.2
Il 0.89-1.6
0.48-0.89
<0.48
No data

Globocan 2012. Available from: globocan.iarc.fr/. Accessed Sept 2015.



BRAF mutation in melanoma

Mutations of the BRAF gene
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Helen Davies ", Graham R. Bignell2, Charles Cox", Philip Stephens'>, — . =~ V600E
Sarah Edkins', Sheila Clegg', Jon Teague', Hayley Woffendin',
Mathew J. Garnett’, William Bottomley', Neil Davis', Ed Dicks', é
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Catherine Mould', Adrian Parker', Claire Stevens', Stephen Watt', - = = = ¥ =
Steven Hooper®, Rebecca Wilson’, Hiran Jayatilake*, Barry A. Gusterson®, GI2ZVHRAS -+- +-+- +- +-
Colin Cooper’, Janet Shipley®, Darren Hargrave’, Katherine 9E10 < BRAF
Pritchard-Jones’, Norman Maitland®, Georgia Chenevix-Trench’, - - e - < BRAF
Gregory J. Riggins'’, Darell D. Bigner'’, Giuseppe Palmieri'’,
Antonio Cossu'’, Adrienne Flanagan'’, Andrew Nicholson'* ERK < ERK1

15 16 16 17 PP mm< ERK2
Judy W. C. Ho °, Suet Y. Leung ", Siu T. Yuen ", Barhara L. Weber *,
Hilliard F. Seigler'®, Timothy L. Darrow'®, Hugh Paterson’,
Richard Marais’, Christopher J. Marshall®, Richard Wooster"®,

. - D e e

Michael R. Stratton'* & P. Andrew Futreal' ERK1 < ERK1

BRAF mutations Cancer cell lines Primary tumours
) (1) (2) (3) (4) (5) (6) 7 (8 (1) (2) (3) (4) (5) (6)

Nucleotide Amino acid] Mel. [Colo. ca Glioma Lungca. Sarcoma Breast Ovarian Other Mel. STC] Mel. | Colo.ca Ovarian Sarcoma Other Total

T1796A V599E 19 5 4 5 1 1 11 5 2 3 1 0 57

TG1796-97AT V599D 1 1
Total 20 7 4 4 5 1 1 1 12 6 4 5 1 0 71

No. samples screened 34 40 38 131 59 45 26 172 15 9 22 35 182 104 923

Percent (%) 59 18 11 3 9 2 4 0.6 80 67 12 14 0.5 0 8

Mel.=melanoma; Colo.=colorectal; Ca.=cancer; STC=soft tissue cancer.

Davies H, et al. Nature 2002;417:494-54.



Opportunities to bypass BRAF inhibitor
blockade
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MAP kinase pathway-
dependent mechanisms
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expression of RTKs @

RAS mutations

RAF kinase switch

COT kinase overexpression
MEK1 mutation
MAP kinase pathway-
5) independent mechanisms
\ l Increased activity of PDGFRp,
IGF-1R, or other RTKs
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RTKs=receptor tyrosine kinases; ATP=adenosine triphosphate; GTP=guanosine
triphosphate Adapted from Alcald AM, et al. Clin Cancer Res 2012;18:33-9.



BRAF by age and BMI

Menzies et al ASCO abstract 2011

* 312 consecutive Stage I1IC and IV patients
were analysed

e 46% were BRAF mutant, 73% V600E, 19%
V600K, 8% other



Age Number |BRAF |V600E |V600K
mt

20-30 |14 86% 83% 0%
31-40 |30 80% 92% 8%
41-50 |42 50% 6% 14%
51-60 |58 41% 6/7% 29%
61-7/0 |103 48% 1% 24%
>70 65 22% 50% 21%




COMBI-v and COMBI-d: Combination therapy

Study design

COMBI-v?
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A Dabrafenib + trametinib
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ECOG PS=Eastern Cooperative Group Performance Status.




COMBI-v and COMBI-d: Combination therapy

Response

COMBI-d*2

Dabrafenib + trametinib
(n=210)

Dabrafenib

COMBI-v3

Dabrafenib + trametinib

Vemurafenib

Best response, %

(n=210)

(n=351)

(n=350)

CR 16 13 17 10

PR 53 40 49 43

SD 24 31 25 29

PD 6 9 6 11

Not evaluable 1 6 3 7
Response rate, %

CR + PR 69 53 66 53

95% ClI 62-75 46-60 60.4-70.6 47.5-58.2
Difference in response rate, %

CR + PR (95% ClI) 15 (6.0-24.5) 13 (5.3-20.2)
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DoR (95% Cl),

V.UV LT

months
ITT population.

SD=stable disease; PD=progressive disease; ITT=intention to treat.
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Number at risk

COMBI-d D + T2
COMBI-vD +T?!

Proportion alive

COMBI-v and COMBI-d: Combination therapy
Landmark OS analysis
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0.8+
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0.2

Median 1-year OS for combination

COMBI-v: 73% (68-77)!

-, COMBI-d: 74% (67-79)>

Median 2-year OS for combination

COMBI-v: 51% (45-57)!
COMBI-d: 51% (44-58)2
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Unresectable or
metastatic
melanoma, BRAF

V600-mutation
positive

N=495

coBRIM: Vemurafenib + cobimetinib
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Double blind,
placebo controlled

Vemurafenib 960mg BID

(28 days) + placebo
(n=248)

Vemurafenib 960mg BID
(28 days)

+ cobimetinib 60mg QD
(21 days)
(n=247)

BID=twice daily; QD=once daily; DoR=duration of response.

Until disease progression,
unacceptable toxicity or
withdrawal of consent

-

Primary outcome
measures
PFS, investigator
assessed

Secondary outcome
measures
0S, ORR, DoR, PFS-
independent review
committee, safety
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Larkin J, et al. N Engl J Med 2014;371:1867-76.
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Vemurafenib + cobimetinib (N=247)
80+ oy
70 Vemurafenib + placebo (N=248) T,
o - ey
%’ bbb = = = = = =t
> 60+ Patients Median
E . .
T —.—-— G Who Died  Survival
w no. mo
£ 401 Hazard ratio, 0.65 (95% Cl, 0.42-1.00) Vemurafenib + 34 NR
8 30 P=0.046 cobimetinib
Vemurafenib + 51 NR
20 placebo
104
0 I I I I I I I I 1
0 1 3 5 7 9 11 13 15 17
Months
No. at Risk
Vemurafenib + 243 229 182 112 62 20 6
cobimetinib
Vemurafenib + 245 227 166 101 53 21 2 1
placebo

Figure 2. Kaplan—Meier Estimates of Overall Survival in the Intention-to-Treat Population.
The tick marks indicate censored data, and the dashed line 50% survival.



AEs Occurring in 220% of Patients

Vemurafenib + Placebo Vemurafenib + Cobimetinib

(n=239) (n = 254)
[ ] Diarrhea
Gl [ ] Nausea
[ | ] Vomiting
I I | Rash
Dermatologic [ I Photosensitivity reaction
] | Hyperkeratosis
B | Alopecia
| I N Increased CPK
Laboratory | I I | Increased ALT
| I Increased AST
[ I Arthralgia
Other L L Fatigue
. T Pyrexia
60 40 20 0 20 40 60
Percentage
Gradel M Grade2 Grade3 M Grade4
ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine phosphokinase.
. Data Cutoff: May 9, 2014

*Multiple occurrences of a specific AE for a patient were counted once at the highest NCI CTCAE grade of the occurrence



Updated data from COMBI-D and V

COMBI-v: Overall Survival (ITT population)

Dabrafenib + trametinib (n = 352)

Median OS5, 28 1 mo (85% CI, 22 6-35.1)

= 182 consored prs: 134 [B3% ) ongoing i, of
wihich B8 5% ) are oW on STy o0

2y OS5, 53%

—

Y
-'—_"_“_“~—-—_
Vemurafenib (n = 352)2 2oy DS 39%
T Median OS5, 17.8 mo (95% Cl, 15.6-20.7)
- 128 consored prs, B9 (7% ) ongoing o,
o which T0 [T7%) are SEll o STy X
HR, 068 (35% Cl, 0-36-0_83)
1 1 1

=] E 1z

Patienis at risk, m
O=T g 245
EIT = 23

" yemerafenis e ndudms. 31 pardeni | 3 shis croansd oo o the debraies i + oroes eHnlE s
O T, dubralfenil + rereatin iy, o, follcs-up M1, nisrs-ic-treat; pie, patierh; @, esireent; Ve, serarsferdt.
SHLUIDEE ARE THE PROPERT Y OF THE AUTHDOR. FERMEESION RESAIRED FOR REUEE.

Robert et al ESMO 2016




COMBI-v: Elevated LDH (> ULN)
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COMBI-v: Normal LDH and < 3 Organ Sites With

Metastasis

os
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Study Design and Objectives

Part 1

Locally advanced
unresectable or
metastatic
melanoma with
BRAF V600
mutation

Randomized
1:1:1
NS

» Untreated or progressed on/after prior first-line

immunotherapy
* BRAF V600E and/or V600K
« ECOGPSO0-1

ENCO 450 mg QD + BINI 45 mg BID (COMBO450)
n=192

ENCO 300 mg QD (ENCO300)
n=194

VEM 960 mg BID
n=191

Stratified by

* AJCC stage

* ECOG status

 BRAF mutation status/prior first-line immunotherapy*

* Primary endpoint:

» Patient-reported outcomes:

» Key secondary endpoint of overall survival for COMBO450 vs VEM not yet mature

PFSt for COMBO450 vs VEM
« Key secondary endpoint (tested sequentially): PFST for COMBO450 vs ENCO300

FACT-M, EORTC QLQ-C30

Part 2 (ongoing): the primary objective is to further evaluate the contribution of BINI to combination therapy
by comparing a lower dose of ENCO (300 mg QD) + BINI to single-agent ENCO (300 mg QD).

AJCC=American Joint Committee on Cancer; BID=twice daily; BINI=binimetinib; COMBO450=ENCO 450 mg QD + BINI 45 mg BID; ECOG=Eastern Cooperative Oncology Group;
ENCO=encorafenib; EORTC QLQ-C30=European Organization for Research and Treatment of Cancer Quality of Life Questionnaire Core 30; FACT-M=Functional Assessment of Cancer
Therapy-Melanoma; PFS=progression-free survival; PS=performance status; QD=once daily; VEM=vemurafenib.

*Prior first-line immunotherapy replaced BRAF mutation status as a stratification factor after protocol amendment 2.

TPFS determined based on blinded independent radiology assessment. 22



Progression-Free Survival: COMBO450 vs VEM

100
< Central Review
Q
£ 80 Median PFS in months (95% Cl)
S
5 COMBO450
a 60
Q
g 14.9 (11.0-18.5)
& 40+ HR (95% Cl), 0.54 (0.41-0.71)
3 P<0.001
g
& 20
& —— COMBO450
VEM
0 | | | | | | |
0 4 8 12 16 20 24 28
Patients at risk Time (mo) 1004 Local Review
COMBO450 192 151 107 87 57 28 4 0
VEM 191 101 56 36 23 13 4 0 s
Q
o
(=]
'L = 60+
Median PFS in months (95% Cl) oT®
§ ; 40
COMBO0450 £ £
e (V2]
— a. —
14.8 (10.4-18.4) 207 __ comBO450
HR (95% Cl), 0.49 (0.37-0.64) 0 VIEM | | | | | |
*
P<0.001 0 4 8 12 16 20 24 28
Patients at risk Time (mo)
COMBO450 192 160 116 88 63 30 5 0
VEM 191 111 61 40 27 14 6 0

*Nominal P value.
BINI=binimetinib; Cl=confidence interval; COMBO450=ENCO 450 mg QD + BINI 45 mg BID

23




Progression-Free Survival: COMB0O450 vs ENCO300

*Nominal P value.

HR (95% Cl), 0.68 (0.52—-0.90)
P=0.006*

BINI=binimetinib; Cl=confidence interval; COMBO450=ENCO 450 mg QD + BINI 45 mg BID; ENCO=encorafenib

100

< Central Review

= g0-

(1]

>

>

3 60—

Q

g

u-

§ 40

a

g

‘é” 20-

& —— COMBO0450

— ENCO300
0 | | | | | | |
0 4 8 12 16 20 24 28
Patients at risk Time (mo)
COMBO450 192 151 107 87 57 28 4 0
ENCO300 194 125 84 68 41 17 1 0
Median PFS in months (95% Cl)
COMBO0450 ENCO300
14.8 (10.4-18.4) 9.2 (7.4-12.9)

Progression-Free Survival

(%)

Patients at risk
COMBO450
ENCO300

Median PFS in months (95% Cl)

COMBOA450

14.9 (11.0-18.5)

HR (95% Cl), 0.75 (0.56—-1.00)

P=0.051

ENCO300

9.6 (7.5-14.8)

Local Review

100
80
60
40+
20
—— COMBO450
—— ENCO300
0 I I I I I I I
0 4 8 12 16 20 24 28
Time (mo)
192 160 116 88 63 30 5 0
194 133 87 70 42 17 1 0

24



Confirmed Response Rates

Central Local Central Local
Review Review Review Review
ORR (95% Cl),* % 63 (56-70) 75 (68-81) 51 (43-58) 58 (50-65)
CR, % 8 16 5 9
PR, % 55 59 45 49
Median DOR 16.6 16.2 14.9 14.8
(95% Cl), mo (12.7-20.4) (11.1-20.4) (11.0-NE) (11.0-NE)
SD," % 29 18 34 29
PD,* % 8 7 16 13
DCR (95% Cl),% % 92 (87-96) 93 (89-96) 84 (78-89) 87(81-91)

Review

40 (33-48) 49 (42-57)

(6.9-16.9)

(5.8-11.0)

82 (75-87) 84 (78-89)

BID=twice daily; BINI=binimetinib; Cl=confidence interval; COMBO450=ENCO 450 mg QD + BINI 45 mg BID; CR=complete response; DCR=disease control rate; DOR=duration of
response; ENCO=encorafenib; NE=not evaluable; ORR=overall response rate; PD=progressive disease; PR=partial response; QD=once daily; SD=stable disease;

VEM=vemurafenib.

*ORR = CR + PR.

*Includes patients with only nontarget lesions with best response of non-CR/non-PD.
*Includes patients with best response of unknown or no assessment.

SDCR = CR + PR + SD.



Most Common Adverse Events Regardless of

NA~~A~~A~A NAavi~aAalid

COMBO450 ENCO300 VEM
n=192 n=192 n=186

Median Duration of Exposure: | Median Duration of Exposure: | Median Duration of Exposure:
Preferred Term, % 51 weeks 31 weeks 27 weeks

Any Grade Grade 3/4 Any Grade Grade 3/4 Any Grade Grade 3/4
Total 98 58 >99 66 >99 63
Nausea 41 2 39 4 34 2
Diarrhea 36 3 14 2 34 2
Vomiting 30 2 27 5 15 1
Fatigue 2 1 2

Blood CK increased

Headache

GGT increased

Myalgia

Hypertension

AE=adverse event; BID=twice daily; BINI=binimetinib; CK=creatine phosphokinase; COMBO450=ENCO 450 mg QD + BINI 45 mg BID; ENCO=encorafenib; GGT=gamma-
glutamyltransferase; QD=once daily; VEM=vemurafenib.
*All-cause AEs (>25% in any treatment group) or grade 3/4 AEs (>5% in any treatment group). 26



Phase III trials

COMSBI-D COMBI-V Co-BRIM
Dabrafenib Dabrafenib Vemurafenib
&Trametinib vs. | &Trametinib &Cobimetinib vs.
Dabrafenib VS. Vemurafenib

Vemurafenib

COLUMBUS

Encorafenib & Binimetinib
vs. Encorafenib vs.
Vemurafenib

Response Rate  69% 66% 70%
Progression free 11.0m 12.0 12.3m
survival

Median Overall 25.1 25.6 22.3m
Survival

*COLOMBUS-reported SMR 2016-NO MEDIAN

63%

14.8m

NR*

OSs Results only shown for combination arm of all trials



DESCRIBE-II: Dabrafenib + trametinib real-world study
Recruitment by country

Country, n (%) N=271*%

Australia

The Netherlands
Italy

Spain

Lithuania

Czech Republic

*Observed population.

97 (35.8)
58 (21.4)
57 (21.0)
28 (10.3)
24 (8.9)
7 (2.6)

Atkinson V, et al. Poster presented at ECC 2015, Abstract 3337.



DESCRIBE-II: Dabrafenib + trametinib real-world study
Patient and disease characteristics

Age, years
Median 56
Range 22-87
Sex, n (%)
Male 150 (55.4)
Female 121 (44.6)
Stage, n (%)
\Y 251 (92.6)
e 20 (7.4)
Site of metastases, n (%)
Visceral 169 (62.4)
Lymph nodes 136 (50.2)
| Brain 99 (36.5) |
Subcutaneous 88 (32.5)
Other 100 (36.9)
BRAF mutation status, n (%)* N=219+
V600E 179 (81.7)
V600K 30(13.7)
Other 10 (4.6)
ECOG PS, n (%) N=167+1+
0 114 (68.3)
1 35 (21.0)
2 16 (9.6)
3 2(1.2)

Atkinson V, et al. Poster presented at ECC 2015, Abstract 3337.



DESCRIBE-II: BRAF inhibitor-naive population
(O 1)

1007
907
807
707
604
50+
407
30+
20+
10+

® Censored observation

Median OS: 20 months
(95% Cl, 14.7-NR months)

Proportion of patients, %

0 2 4 6 8 10 12 14 16 18 20 22
Time, months

Number at risk 162 161 160155146 137 131119117103 98 94 81 72 58 42 3224 10 6 5 2 O

Atkinson V, et al. Poster presented at ECC 2015, Abstract 3337.
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Phase III trials

COMSBI-D COMBI-V Co-BRIM
Dabrafenib Dabrafenib Vemurafenib
&Trametinib vs. | &Trametinib &Cobimetinib vs.
Dabrafenib VS. Vemurafenib

Vemurafenib

COLUMBUS

Encorafenib & Binimetinib
vs. Encorafenib vs.
Vemurafenib

Response Rate  69% 66% 70%
Progression free 11.0m 12.0 12.3m
survival

Median Overall 25.1 25.6 22.3m
Survival

*COLOMBUS-reported SMR 2016-NO MEDIAN

63%

14.8m

NR*

OSs Results only shown for combination arm of all trials



Targeted therapy
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Targeted therapy

Rapid onset of action- days
Convenient (oral)
High response rates

Adverse events depend on choice of
combination

Can have durable response in certain sub-
populations

Likely not a cure



IMMUNOTHERAPY



Immune system and melnaoma

e 15t report of spontaneous remission in
melanoma documented in 1860’s

e For decades- there has been the “tail in the

” Figure 5. Overall survival for a phase Ill study of DTIC plus ipilimumab versus DTIC plus
C U rve placebo in previously untreated metastatic melanoma patients®?

100 — ¢
<> Censored
O Censored

90
80
70
60
50
40

Ipilimumab-DTIC

30

Patients surviving (%)

Placebo-DTIC
20

10 e
0

I I I I I I I I | I I I I I I I I I I I I T I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Months
Number at risk
Ipilimumab-DTIC 250 230 199 181 157 131 114 104 91 85 79 74 68 61 59 56 56 52 41 3 17 10 4 2 ]
Placebo-DTIC 252 229 190 160 136 116 89 78 72 64 56 47 44 42 42 37 34 31 26 19 1 7 5 3 0

DTIC = dacarbazine




Immunotherapy

Priming phase
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Ipilimumab and Dacarbazine

INDUCTION MAINTENANCE *

i Ipili b 10 mg/k Ipili b 10 mg/k
Previously : P muanﬁ mmgj % P mun&zzw L

Untreated J8 ; Dacarbazine 850 mg/m?
Metastatic LI S Q3W x8

Melanoma
(N=502)

i 2
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Roberts June 2011NEJM




Patients Surviving (%5)
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» Median OS and Landmark OS
Rates to 5 Years

Median OS, Overall survival rate, % [95% CI]
months
Ipilimumab + 11.2 47.6 28.9 19.1 18.2
DTIC (n=250) [9.5-13.8] [41.2-53.7] [23.3-34.7] [1 6.3-25.6] [14.4-24 3] [13.6-23.4]
Placebo + 9.1 36.4 17.8 12.1 9.7 8.8

DTIC (n=252) [7.8-10.5] [30.4-42.4] [13.3-22.8] [8.4-16.5] [6.4-13.7] [5.7-12.8]
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CheckMate 066: Overall survival in treatment-naive,
BRAF wild-type, advanced melanoma
(primary endpoint; updated analysis)!2

Overall survival in BRAF WT advanced melanoma: Kaplan-Meier estimate?

12-month overall survival

= 71% with nivolumab » Nivolumab reduced the
24-month Il survival 2
” i _ montoveraTsun®  risk of death by 57% vs.
i 46%b with dacarbazine B589% with nivolumab .
- " vs. dacarbazine
é Ty e R i; _______ 27 % with dacarbazine* — median overall survival not
2 60 - L"‘“'«\_m 1' - nwvowmab  Feached (95% CI 23.1-NR) vs.
€ 5 M 11.2 months (95% CI 9.6-13.0;
L i o s N HR=0.43; 95% CIl 0.33-0.57;
g ! e p<0.001)'
5 20 I - Dacarbazine
20 ]
10 ‘l
I
0 T T T T T
0 3 6 9 (12) 15 18 21 24 27 30
No. at risk Months
Nivolumab 210 186 171 154 143 135 111 81 30 4
Dacarbazine 208 179 146 122 92 76 60 38 16 1

*p-value for 12-month and 24-month overall survival not reported.

Adapted from Atkinson V et al. (SMR 2015).7 Phase |ll study of nivolumab monotherapy (3 mg/kg; g2w) vs. dacarbazine (1000 mg/kg; g3w) in 418 treatment-naive
BRAF wild-type advanced (unresectable stage 1l or metastatic stage 1Y) melanoma patients. Median follow-up for overall survival was 18.5 months for nivolumab
vs. 10.9 months for dacarbazine.'2

Cl=confidence interval, HR=hazard ratio; NIVO=nivolumab; NR=not reached; WT=wild-type.

References: 1. Atkinson V ef a/. Two-year survival and safety update in patienis with treatment-naive advanced melanoma receiving nivolumab or dacarbazine in
CheckMate 066. Presented at the 12ith International Congress of the Society for Melanoma Research; 16-21 November 2015; San Francisco, CA, USA (abstract).
2. Robert C et al. N Engi J Med 2015;372:320-30.

ristol-Myers Squibb 0 Immuno-Oncology
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Combined Nivolumab and Ipilimumab
or Monotherapy in Untreated Melanoma

J. Larkin, V. Chiarion-Sileni, R. Gonzalez, J.J. Grob, C.L. Cowey, C.D. Lao,
D. Schadendorf, R. Dummer, M. Smylie, P. Rutkowski, P.F. Ferrucci, A. Hill,
). Wagstaff, M.S. Carlino, J.B. Haanen, M. Maio, |. Marquez-Rodas,
G.A. McArthur, P.A. Ascierto, G.V. Long, M.K. Callahan, M.A. Postow,
K. Grossmann, M. Sznol, B. Dreno, L. Bastholt, A. Yang, L.M. Rollin, C. Horak,
F.S. Hodi, and J.D. Wolchok

ABSTRACT




A Intention-to-Treat Population
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Updated Response To Treatment
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Updated Progression-Free Survival
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OS in Patients with BRAF Wild-type and Mutant Tumors

BRAF Wild-type BRAF Mutant
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Pembrolizumab Plus Ipilimumab For
Advanced Melanoma: Results of the
KEYNOTE-029 Expansion Cohort

* Georgina V. Long, Victoria Atkinson, Jonathan S. Cebon, Michael B. Jameson,
Bernie M. Fitzharris, Catriona M. McNeil, Andrew G. Hill, Antoni Ribas,
Michael B. Atkins, John A. Thompson, Wen-Jen Hwu, F. Stephen Hodi,
Alexander M. Menzies, Alexander D. Guminski, Richard Kefford, Xinxin Shu,
Scot Ebbinghaus, Nageatte Ibrahim, Matteo S. Carlino

Presenter: GV Long



Treatment Disposition: Part 1B
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Received all 4 planned
ipilimumab doses
n =110 (72%)

Pembrolizumab in combination with ipilimumab is not TGA
registered for the treatment of advanced melanoma

Presenter: GV Long



Response (RECIST v1.1, Independent Central Review)

N =153

ORR, % (95% CI) 57% (49%-65%)
DCR, % (95%CI) 78% (71%-85%)
Best overall response, n (%)

Complete response 15 (10%)

Partial response 12 (47%)

Stable disease 33 (22%)

Progressive disease 30 (20%)

No assessment? 3 (2%)

» 85/87 (98%) responders maintained response at time of data cut-off
» Response duration: 6+ to 43+ weeks

aNo postbaseline scan performed.
All responses are confirmed.
Data cutoff date: Mar 17, 2016.
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Immunotherapy

Slower onset to action-weeks to months
Works regardless of mutational status
Monotherapy is well tolerated

Combination therapy is more effective but at
the cost of adverse events

Unique spectrum of adverse events-some
irreversible

? |s there a proportion who are cured?



Pending completed immunotherapy
Phase Ill trials in metastatic disease

Pembrolizumab and Epocadostat
Pembrolizumab and T-VEC

pilimumab 1mg/kg and Nivolumab 3mg/kg vs
Nivolumab 1mg/kg and Ipilimumab 3mg/kg

Dabrafenib and Trametinib vs
Ipilimumab/Nivolumab and crossover on
progression



Pending Adjuvant therapy trials

Dabrafenib/Trametinib vs Placebo in resected
Stage Il BRAF mt melanoma

Vemurafenib vs Placebo in Resected Stage |IC
and Il BRAF mt melanoma

Pembrolizumab vs Placebo in Resected Stage
Il melanoma

Nivolumab vs Ipilimumab in Resected Stage IlI-
IV melanoma.



The verdict

Targeted therapy Immune therapy

Only effective in 40%  Effective regardless of

melanoma mutation status
Effective any line of ?better 1% line
therapy

Convenient/well Single agent is well
tolerated tolerated

Enduring response for Enduring response
some ?cure for some



The winner is..

e Patients
 We have increasingly effective choices, where
previously there were none

e Survival is improved, as is response rate and
knowledge of how to manage adverse events



THANK YOU-QUESTIONS
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